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r 3 ttrv^r x ^mm&i, 

R 4 (i*&$*t-Cv>-c& iv>7^^£. 
Q f±#££-^ 4 tz it 2 m v>mft8Hk*1%&*. 

[f»*^2] 

x -e?F $ *l& 7 ~> fr&ifu ;v^v ;v^-eab & lt*^ 1 ifiifc tfMfr£-%o 

[W^Si 3 ] 

mi$c&imWi.<ott>&m*tz\t%<Dm.<D-7u k?^, 

6 ] 

ttm^itt^ii o =¥■ m ■ femm t? * & nregt 4 is« © gm c 

WHtl^^O^Ki • ?6*«lT?*«»*jS4|B*oEilo 
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[fit** 14] 

mmfcv^® ■ %3tim*wi&-r&-rzt!><D, wn&gimnott&yai* L<i±*oM*tz\i* 
mim 1 5 1 

[fit** 16] 

£ t -r * > mmziW) ® & n & m^m^ w*?z\± t&^&o 

[ft** 1 8 ] 

* #m t -r * , mmvmm k * w- * jeme w s »* ^m^m* 
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[0 0 0 1] 
[0 0 0 2] 

v^f-v^i"*-/^--*?- I V(ftT, DP P- I VfcBME"taifc* , *&)l±, 

•/o'J >(&&v>{i79->)OC*M£^8JrLTv^y^ K*j£^i-S-feU V^nfT 
-•1f-C**o DPP-IV(±CD26 t|WJ— fe^^tLTisOx ft* 

^^^w#/& s *^>i t&m&2tir^z>o mzimK&vzDPP- 1 v«jii^cii 

#K$tftifJ-<D®-C{i, DP P - I Vfi^f l/f >t*^GLP- 1 (glucagon- like pep 
tide-l)$>& v>{iG I P (Gastric inhibitory peptide/Glucose-dependent insulinotropi 
c peptide) WEfte'ffcfc— tftJHoTv* 3 0 G L P - 1 KBI LTH&~Wx.tf, KiL^^^^M 
Mtfl~2frbn^±. DPP-IVKii^Ift-eiiGLP-l (9-3 6) ami 
d e75 s GL P - 1 Ssg^KJtLTT**:*-* b Ui<4^ DPP - IVOTS 
tiZZtiZJ: Q*0±mM&1> s mL<m%t>ti2> : giP%\bfLT:\<*2>o f LtDPP-IV 

*§i±£pi#i-& ttKiDGLP-i <Dfrm*nffl-ftii£. yfrx-AWkm&fcii&i-J > 

itL(bo^H^e>DPP- I VIf^ffl^tt*M(i> IIMI Ili^ii^i: 
[0 0 0 3] 

(1) nl/7rn-^ • z-Xt-X' • f7^^7r- - ^n-r^f >(i^Ts CETP t B&IBf * ) 



K*** tKn^>, ^n^Xjs* ; Rs ***** k Kn*i/, ^ny>^^ 



[flu] 
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Hb2] 



A 




Afi^ny^-eS&StiTv^Ti^Ce- 10T V -** ; Dtifc: Ka^VTit$ 
* ; TliR 7 -X-£*:tiR 8 -(R 9 )(R 10 )C- (R 7 £ J: O^R 8 ti , R-ifctiUfc .C 3 - sV* 

[<fc3] 



A 




Ut4] 



Ar Ar 




ttK^. Ci- 6 7***'** ; R^^iri'R'M^iLt h y y**u*+^ Ci- 6 7;v* 

;^*^i"] -C&StLSft'frW (#i*:«2£.fctf3#H5) o 
[0 0 0 4] 
(3) CETPIfi#ftffi **■*•*, 5£ 
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Hb5] 





R 4 -(R 5 )(R 6 )C- (R 3 ^«ty ? R 4 f±> |WJ-£*:fi^&oT, C 3 - s n TJU^r/K Ce-io 
(4) »Wffl«r*i-«, 5* 



> R2* ±t^tt»:£L-C:/n;ET/l'*/K * n n 7^*^* ; R4 t±7;V* v 
^o7M;V7)K;v, 7MA'f*7/i'*A', J/^njW, 7^3^->7Wi 
fcl±i;7^^7 5 ;7M*t ; RaSsitfRstt, — ^r**C0-Y (Yii7;^^ft, 
3**4;fctt*NttaW**j3W. «^-(-C(R 9 )(R 10 )-)n-X (n|±l-30SE«c* ; R 9 
isXVWOtem&LXfrm, Tfr*)Ui$* ; Xii^n^>\ 0 H^£/j>1-)^£75-f ] "C^ 

[0 0 0 5] 

(5) Dpp-ivatftfflttn, A 
Kb 7] 



i x n m t Jz it 7 V - )V £ 7* L ; R 3 £ ± tfR 4 « > fi h tWBf * SMM* # £ * 



me] 





NHR 
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(6) DP P- I VBMFfNB & 



[^4». XtiNf /ifiCR 5 (R 5 li*f^:(ifit7;v + ;v^ft) * ; R 1 & * V* 2 

Lxfcmttz f 7 /u * ;v *• ; R 3 r ;v * /HSrc -e- nr ixw& ^fix^xx^^T 
(«Hfr:fclt7#!8Q o 
[0 0 0 6] 

[#ff:£$fc 1 1 HI^<Zr^^W099/41237-^^°> 7 V v h 
mftXWi 2 ] SRS^0B*WO98/O4528^< > 7 W h 
V$ffi%1&Z\ ^S#W^6218431-^B^«B# 
[i&SfcfcSIU ] *a#W s »5925645-^W3BB* 

5 ] BIR&M*TO92/20659-S--'< >7Wh 
[teifcfclR 6 ] SI£2r&8*W003/068748-3-/< ^ 7 V y V 
WWrZM. 7 ] g||R2tH*TO03/068757-f 71/7l> 

[0 0 0 7] 

[IH« 4: filfci" £ * 
[0 0 0 8] 



R^i^R'ttra— *fc*iJ*fcot\ 1ftftS*LTV*T* iV^-fbjC***, 



Mb 81 



NHR 



NHR 2 




Mb 9] 
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L it 2 ffliOflMfteMbic***. 

Q lilfrfr^ tizi±2 flfiO«*t^<k*Sf > 

[0 0 0 9] 

1) (i) ; 

2) x-e^$tLST->;v&^*^^ d rv^'^*> ; 5>^^' CD » 

3) j^i (I) ^n|?7^; 

4) 4t&m (I) lfcll^^nK?7mtU44El; 

5) *R*©TO-»«(W-C**linE4) ; 

6) mmm&kWMn^m • j&«3W-c**t»iB4) 3b*«>E£ ; 

7 ) wwftTF^oTO • x&mm-zib & mm 4 ) mmvmm ; 

8) je^^b* • ?a*ai-e**flriB4) iE«^>Bm ; 

i o) ^r^-^^yf-v^-/^-"*?- 1 v-c**flHB9) ia*«>lfi##J ; 

12) ' MUMfrfrflMEO^tt ' (D ^^'^^^ 

1 3) wmwfi&to*® • i&**U**aci-*fc*«>. ^k-frW (D ifciiW^? 

14) B^lfioW ft** (I) *fcttWaK5^ 

15) ' ^y?-^-*fi«J*»ai-*-Sfc*><0, ft** (I) ifcliWDK5f^ 

16) ' ik^i» (I) *fc»i-e«5yn K9y^ r *«l«.IIiWK:«:#"t*ifc*4*«fc , t*, 

18) -ffc#!» (I) *tz\±Z<D~7u K5 ? ^**fl,ft*KS4t4 i i t^fti t4 , 

19) ft-frto (I) f fcli-e^T'D K5 y ^*i»Kfi#t5 u t t ts, 

2 0) tt&m (I) * fctt-e©7D K? ? ^*«Jltt»»:«!4t4 i t t«F»fc 

[0011] 

J31T\ 5£ (I) +©#B-»$>5iafcewT»JM-*o , „ , 

R^fcttR'-CJFSfL* rS&S*^^*) * v»jftft*#3fcJ r^bk**J 
fcLtli, Wx.tfCuoT)!'*^ Oa-ioT**-**, C2-10 7^*~;V^ C3-10 
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[0 0 12] 

Ci-io7;^^tUli, flJxJ;T> xf;K ^ntT/K -fv^ntf 

;K '/f;!', 'fvyfJK sec-^-^K tert- ^>^;V> ^V^Vf;v, 

, 2 -y^f^/f^, 3, 3 - v^^VT^K 2 -•x-^V'T'^K ^"7°f-;K *91- 

2 — 1 -/d^-^, l-T'-r-JK 2 -/f-JK 3 -y-r-;i/x 3-^f-^ 
- 2 i -^>t-— ;v> 2-^<>x-;k 3-^^-r— ;K 4 - 

4-^f;v-3-^vf-;K l-^s^r-b— 3 -^s^-fe— ;k l - 

l-y^^K 2-7 , ?-~;K 3-7^-jv> i-^>?-^;k 2-^>f--;i^> 3 

4-^>-f-^;K 1 -^^rv — 2— ^^r'> — ;K 4—^ 
[0 0 13] 

v^O's^rv;!/, viJ'n^T'^K n^-^-f-;i/. ty^n [2. 2. 1] ^ 
tfv^n [2. 2. 2] tf~>*n [3. 2. 1] *^;K kTV^n 

[3. 2. 2] tfy^n [3. 3. 1] J tfv^n [4. 2. 1] y"-;V 

, tfy^n [4. 3. 1] T'yi^^^mihftho 

C3-io*>^D7^^"-^t Lfli, 'fiRJx.lf^ 2 -V^n^>-r>- 1 -A >K 3-2/ 
^ n^^-r>- 1 --OK 2 -->^n/x^r-fe>- 1 -'OK 3 -~>^ n^\^-b>- 1 ->f 

C4-io'>^n7;v*v f x-;H^ Lttt, #Bx.i£> 2, 4 - n^^^y^y- 1 - 
>f;K 2, 4 -~>^ u^-ij-^^- l -4 ;v> 2, 

C7-i377;^^itUli, #Ix.f;f. ^>v;k 1-7*** 
[0 0 14] 

ffflLfcCi-io7;^;H, c 2 -io7;v^-;i/*i3 J:y f C2-io7;v^~;mi, e^"T 

L-Cfi, Cz-io^ 9 uy *^r*m (0K y^n^nt";K 

->^n^4rv;v) ;C 6 -i47 i ;-;H (flU 7*-;K ^-7^;v) ; (00 

;K bf^9 ; C1-6 7;^^ ($k **)V^ ^*)V) , C1-6 7^*^- * 

tert- 7*h^y*^ ;v) * <b jitf tiZ M^&X^E 7**VM1 £ *VC V> T J: v» 

7$7i; Ci-67;H;v^;v*^v757l ;v^;^-;i/75 y) ;75i> 

y^; Ci-6 7;v^;i/-?&;i'**-;i/S (-RU 7-fe?-;K 4v?9 J <iv«'>9J<i 
)V) ; Ci-67;V3 i t-y-*;V^^$ (W> > h ^r->^;p^— ;v 

% ^D^y^JV^jK tert-7" h * is % )V — ;v) ; Ci-67;v^r^^*-^i ( 

miE# 2004-3110562 
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00, ; l ~ 3i<o^ny>if (#8, 7y|, 3 7*) 

StLTv^-ck Jiv^w^'f ^afe ; 1 — S^o^nu^v®^- (0fl, 7';|, 
3«i7#) -eeife^tttrv^T^ J: v>c i-6 r;v^r^* ^f^K 

^nd^/I^ («, 7-;i, a^*) T?gt&$*LTv>-c*> 4v>Ci- 6 7;v 

n*->& (#!k * f^fv, ; 1 ~3i®o^ny>jjr>^- (flU 7?1 ifcft, A 

*, 37*) ■C1Hft**tTv>T J:v>C2-6T^'$ r -^^"^r> / ^ (®U ^-r— )\s-**c*s) 

(00, ^«>5»H-*~» ; C6-i47U-^*^->» (flk 7^~;v**~>, + 

\ i-zmv^vrywft (#o> 7-;i, 37*) t 

«tft$tL-cv*Tt iv^Ci-6 7;^;vf (00, ^f^ft, j-f-^f-^-) ; C7-137 

f-;v**) ; ; ->77i; ;-^oi; -l-nvi ; »ur>m& (00 

, 7yf, tt*. A*. 3 71) fci?3Wtf<b*U>o 
[0 0 15] 

;l,$-^;v», C4-io->^n7JV*vi-^ Ca-uT'J-JHf, Ct-isT^^*^** 

Z<D £7%m&&£ LTJ4, 0OxJf, 1ifiBL;fcCi-io7>i'****$fc*5tf*1t!fc*fc b 
«L^fM;^ny>I? (00, 7 9|, A*. 3 7*) *5 J: tf* >f 

/Hferi»e>»Hr*LS 1 -3«oflHfes&t?llJfe§*i.Tv>T*> iv^Ci-67;v^;H (00, 
>K :r.*-/w) ;;>ny^ (00, 7-;|, A*> 3?*) £4 0^*^-01^ 

*»&«tffLS 1 ~3fflofitftlfe-eiKfeS*tTv»-c«> «tv>C2-6 7;v^-JV* (0O> ^x- 

[0 0 16] 

0 y^D7^^i, Ci-67;vn*~>-#;V^-;l/&fc^e>mr*L* 1 4^L3i<^) 
fi&&-Cg& S iVT V» T J: V> C 1 - 1 o 7 * * * o 

[0 0 17] 

r 3 -t?5f$*l;z> re^$tLTv>Ti<tv^#sngj cam* r^#»j tttii, 00 

^LfeC6-i4 7U-;v3fe=5r^ s W'b*t*o 

jK?-^J:O r a3RJR : f : *»t»atf*ta^'rnJR^«: 1 fcv> L 4flg^*"T^ 5 ~ 7 
*#M«HRSIUfeOifcHa4:^fcLTtt, 7 >; ;v (03, 2-7'J;K 3-7V;v) . 

;v (0a, 2 3-f-^-;v) > fcfvvov (00, 2-tf>ji;;v, 3-tfVv^K 

4-tfyy;v) , eu^y-^ (0L 2-tfy ^y-^ 4-*?'; s^-^, 5-t°u^ 
c;- ;V/> 6-tf';5^-^) , ev^7-;i/ (00, 3 -ey jk 

) , tf7'7-;v (01k 2-tr9'7-;v) . enu;i/ (0|), 1-feTny/K 2-eu'J;v, 
3 _ en u ;v) , A 5 ;v (#k 1-^5 ^V'J 2-^5 ^VU 4-^5^ 

vu;v> 5--f^^vu;v) , tf^v;^ i-^'/'J^ 3 -t??7 >, ;;w 4- 

e?'/y*) > f7!/'J;V 2-f7V'J^ 4-f7 , /'J;K 5-f77'J;v) , 

tligE# 2004-31 10562 
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VU^) „ 'fV^WiJl', *W7'/«;* (0k 1,2,4-^^^7^-^-5- 
<OK l,3,4-**ty7 , /-^-2->f^) , f-T^Tyj^ (0k 1,3,4-^7*^7'/ 
-;V-2->f;V) , h'J77'J* (0k l,2,4-h'J77-;V-l-'f;K 1,2,4- MJ 7 
V*-;i'-3-'f;K 1,2,3- h V7/-^-l-'fK l,2,3-F'J7/-^-2-^l/, 
l,2,3-hV7/-^-4-'f;v) fb7/'J^ (0k f b7/-;V-l-^K xh 

^ V- ;v - 5 - 4 n>) tt if0#«#«ttt*aufc (flk 2 - * ;k 3 - 

^yjjK 4-*/u;v) , ^-j-yy* (0k 2-*t7V^, 4-*-j-v;;v) „ *y 

^r-9- , J;V (0k *) > ^W7V;V/ (0k 2-^>/7'J^ 3-^>V 

7V;V) , ^y/fx^^/ (0k 2-/<>"/fi-^ 3-/^Vfx-;V) „ 
4r-g-V';;U (0k 2 -^V/t*t/'J . 'O/fT/'J^ (0k 2-^>V*-^7y* 

U^) ^>X^f5^y*'J;v (0k ^>X>f 5 ^V-jv- l -'OK ^>X^f5^y-;v 
-2--f;w) , -OKU^ (0k >f > K-;v- l -'OK -f > K-;v- 3 ->f ;w) . W> 
(0k 1H-W 3 ->f , ennkf5i;xA/ (0k iH-t?nn [2 

, 3-b] tT7V>-2 ->f lH-tfnn [2,3-b] ^'Jy>-6-^V) > * 5 *V 
(0k 1H--T 5^1/ [4,5-b] tfU 2 ->f ;K lH->f 5 [4,5-c] \£ 

)V) % ^f^/^7^-;V («, 1H-W5^V [4,5-b] t?9V>-2- 

[0 0 18] 
[0 0 19] 

T?«Jft$*fcv>-C"b iv^Ci-6 7^4;^ (0k >*-/k a^f-*) ; ^nyvi^ (0k 

(0k 7 7t> mm. 3<7lff) -ell»$*LTV>-C*l) ±V»Ci-eT^*>Hf ( 

0k A') . ^n^vJB?- (0k 7^^, 3^^) fciftf^jStf 

*iS 1 4 v» L 3 fl^lftSTHiStLt-v^ 4 iv>C6-i4 7U-A/* ($?£ L< ii?^- 

[0 0 2 0] 

fiX^XiiX^^ Ci-io7^^^ 02-10 7^^-;^^ C3-io*>^n7;v#;H> C 
3-io*>^n7;^x;vi, C6-i4 7'J-^i, C7-13 7 7 «t t^Cs-is 7 V 
T;i/-7--;v^ ; 7~>;v*& ZfrhMtttiZ 1 tfctt 2l@tf>S&^a&$*vTv>-c <tv> 

CT-Clt?, Ci-io7>>V^^> C2-io7;V^-^S> C3-io*>^D7JV^JVi, C3-10V 
^n7H;;Vi, Ce-147'J-;^ C7-is79^#>l'**J:0 r C8-is7V-^TA"5 r 
-)l>mt LTIi, ^tL-PtLHiTfBR 1 t£{iR 2 T^£;ft&ltlt7fc3?t&i: UW^Lfc4©# 

dt^ib Ci-io7;v^;v^ C2-io7;v^-^3&> C2-io7;v^r-;v*. C3-iov^n7 
C 3 -io->^n7^-;H, Ce-14 7'J-A^t, C7-i 3 7 7M;vi* .fc^C 
8-137 1 ; -;i/7^7"-Jl/^{i, -ttLWHtft'^riBftttit^ 1 S^LS'lS^g^Sr^L-C 
v>T*> £v> 0 CiW J: -9 s&fi^afei: LX\*. 01£{f> ^n^vif- (0). 7y|, A 
#^ 3 9|) ; Ci-s7;V3^V-*A'sKxfl/i (01, ^ f^y*;i/**-JK aih^rv* 
5w5Kr:;K tert-T/h ; Ci-e 7^+;V- #;V5j?~;i/g ; ->7^^; Ci 

_io7^4r^* (0k 7*otT;v, 'fv/n^, ^^-^>^-;iv) t?^y 

mtE# 2004-3110562 
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[0 0 2 1] 

, ^f^75/, y>f;v7^, xf^75^, yif^7 5A ^t>7$A V 

y-tfctty-C3-io->^nTA'4fA'T5y (®U y^n^y;V7U) > Ce-uTU 
-;V7 5/ ($U 7x-^7?;) > ^ty-i fcli^ - Ci-6 7;V^rJV- * JV^x;V7 5 
J (0k 7-bf;V7^> 7 p Dtftx;>75y > ^^>f^75;, 4V?9 J 4*7\ 
y\ S 4 *7§S) , Ci.67JV3 + y-*^^^7^ (0!k ^t*3r-># 

;v^;v7?y) , *;w/s-^>f ;v-Ci-ioT;v^;i/T$ / (0k *;w^/f ;v>f ;V7 5 
y) ■, Ci-67^3 J ry-A^*-;v-Ci.io7;^;v7^ (0k ^*v*K^ 
^f;i/75^, tert-'^h#V*>U4f-JU>"f-A'T5 > C3-ioV^n7;v*^-*^ 
tf=.)]/T$S (0!k v^n^VfMW-^7 5A y^nA^yW;i/#-;V75 ^ 

) > C6-i*T'J -;v-*jV'fx;v7 5 y (0k ^>7>f;v75y) , C7-i377;K;v* 
R 4 -?7F£tL& r«^$tLTv^-ci iv^T< /2£J tit. jffiKttCMT^i (0J 

10 0 2 2] 

(1) Ci-ioT;!'*^ (0k -CH 2 -> - (CH 2 ) 2-. - (CH 2 ) s~, - (CH 2 
) 4 -> - (CH 2 ) s-> - (CH 2 ) e-> -CHCHs-. -C (CHs) 2-, - (CH 

(CH 3 ) ) 2 -, - (CH2) 2C (CHs) 3 -n - (CH 2 ) 3 C (CHs) 2-) ; 

(2) C 2 -ioT;v-^-^> (0k -CH=CH-, -CH 2 -CH = CH-. -CH = C 
H-CH2-, -CH = CH-CH 2 -CH 2 -, -C (CHs) 2 -CH = CH-, -CH 2 
-CH = CH-CH 2 -, -CH 2 -CH 2 -CH = CH-> - C H = C H - C H = C H- 

, -CH = CH-CH 2 -CH 2 -CH 2 -) ; 

(3) C2-io7)V*=-U> (0k -C = C-> -CH 2 -C = C-, -CH 2 -C = C-C 
H2-CH2-) KVtfm^hiX&o 

2m<nm®imk*m&te. »4L<»±ci-ioT/u*v>'*fe»4c»-ioTJu^=v>> £ 

feCjffiKtt, -CH 2 -> - (CH2) 2-, - C H = CH &o 
10 0 2 3] 

LMU t< MtCi-ioT/MU'J'TNfetK $?.i:ffiL<tt-CH2-4Jf"e*ao 
Qfi, jEPSLOilfrfr^ Ci-ioT;V^^>tfe«C2-ioT;V^r-U'Vt?*«9. $ <b 1= 

jfiKlifi^f, -CH2-, - (CHi) 2-, -CH = CH-4m4o QW\ # 

^ff* L< ti*^#T?**o 

. [0 0 2 4] 

xt^s*u> rr^&j £ LTtiu 0J;itik ^ : -COR 5 . -CO-OR 5 . -SO 
2R 5 > _sOR 5 . -POsR 5 R 6 . -CO-NR 5a R 6a > -CS-NR 5a R 6a [sfc«K R 

ffiH# 2004-31 10562 
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R 5 , R 6 > R 5a f ^{iR 6a -e^^tt^> rtt&£*lTV>T& J: v»£Hfcjc3{»J i LTfi, 
UtTfflR 1 4 it R 2 1 LTiilfc *> <D*m^ h ti%> o 
[0 0 2 5] 

R 5 , R*\ R 5a 4^{iR 6a T'^$tL* r«^$tLTV>T^ «tV^^m*J UT«> 3Sr 

;v) , yt*vtw;y=* («, 2, 4-y**v** j 9-V';y>'-3->f ;v) , 

yt*Vf77';^ (flk 2, 4 - 5?**Vf 7*/'J - 3 - -f . S>**V-< 
V>f > K-V/MflU 1. 3-WV'fyr/K-A'-2-'fA') ^ **V*W7 
VU;V («, 5-^V*W77-*-3-f^) > t^Vf7v7V'J;v (flU 5 

-i--f;v) , y**';^?^* (flk 2, s-mv^^-i-f^ 2 

[0 0 2 6] 

r5> R 6^ R5a^ ^ {iR 6a^ $tL ^, ffitft 5 tLT V»T i V>«3RSiUfeJ fiOTIB 

fcffcltfc i fcv>L 3 Lfv»Tfc <tv> 0 

L C 3- 1 o v * n T >U * If & fi&^ L X Wt* L£ & o 

[0 0 2 7] 

vv. ^-^-^e;i/*»; >3&fc'^lf ibtL^ 0 

^S^iitTti, HKn^f^ 1 ~ sm^^vyy^ (An 7 7l ttX. 
3^^) -e@SI$tt-CV>T^> J:V>Ci-6T;V^r^^ C7-isT9/U*^3fe (Ws ^^^^ 

[0 0 2 8] 
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;i/3r;v-#;i/sK-;v 7-tf ^ -fv^^O, >f v 4 JiO > Ci- 6 7;v 
n^->-*;i/**-;v (0|U ^ f^fy*;v**-;K i h jK-/K -/ntf* 

^v*-^*/!/*—*, y/^ n^3r „ Ce-i47 V ^ (#J % 

^W>Ov> i-t7F^K 2-t7M)V) > Ci-uTV-zi't*^-***^ ( 

v;v^-^r->*;i/^-;v. 7i^fJ^+y*^*"^) ■> l~3 
flO^n^vff?- (flU 7y|l> HJS, 3^*) t?**$^fv*T'b iv^d-eT 

sv*tts;it3fc3*L-cv>Tfc «tv^;i//^^ ;v-Ci-e7JV+;i'-*;w^'f ;v (#!k 

^ f->u*;w^>f ;K JW^>f jvxf jv* jw^^v) , Ce-wTU— A'—* 

>u/<*>f>u (#k 71-^*^^) . C3-ioy^n7;v^;v-*;w^^;v (0lk 
i/^n7ntf;v*;w^^f;v) „ C7-n7 7;^JV-*^^^;v (fl!k ^>v>;i/#;w* 

■t^/iO , Ci-btA'**'^**-* ($k ^ Cj-ury-^** 

[0 0 2 9] 

x-e^$*L& rr-»u*J tt, SftLUi. *;Wy;v;*;w^^;v; Ci-67^ 
* ($k h ^y* ;WsJ?— ;K xl«+v'*^-^ 7n*^ v'*^** 
-;K tert-y h 4r'>*;vsJ?— ;v) ; 1 ~ 3 ^o^n^M^^tK&SftTv^-c & £ v>c 
i.eT^^^af-C^E/JbSvMiyiltft^^fc*^^^^ ($k ^/usr*'**^ ;k x. 

(#k 7'^, Sfs 3*X) T*fi&$*LTV»-C*> ± V»C 1-6 7** ;H£T* 

<=ey &&v->«v'@&$*ltv»t& i^A^A ; B'f;i/-Ci-67^^JV-*;w^>f ;u (flll 
[0 0 3 0] 

Xt?^$*L4 rg&Sftfcfc Kn+ViJ tUtt, #!lx.ff> **L-e*LlIJJI3 ttTV>T 
fc«£v^ Ci-ioT^^^^ C2-ioT;v*"-;v^ C3-ioy^n7;V^f^ Cs-iov^ 
n7H=^ Ce-iiTU-^*. Cv-is 7 5^*^36* J: r^Cs-isT U -^TA/^- 

i^-C. Ci-io7^*>Hfe. 02-107^^ — ^3^ C3-io->^ nT^^r^JI. C3-io^> 
^D7^^^jvi> C6-u7V-^3fe, C7-i377;v^r;v36*3J;a f C8-i37U-^7;v*- 

■|trfBL^Ci-io7;v^r;v3£, C2-io7^^-;^ % C3-io->^nr;v^r^3fe> C 3 -io~> 
^ nT;v^--;i/3g % c 6 -i4 7 V -;v3£> C 7 -i 3 7 9;v^r;i'^i0 r C8-i3 7 1 J -;v7;v^- 
-e*i-F*ifi&Rrt&fcfl:«K 1 *v>L3'li<7)Bm* : S:%L-Cv^-ci ±v^ c i^i 
7«:B«l3fefcL-Ctt. WiLIf, ^nyylT (0ij % 7>y#. 3**) ; tK 

ndr->|g ; ->7^3i ; ^n^vflt^ («K 7yf, 3*X) > 

Ifeis iO f Ci-67;i'3#'>-*;V5K-;v3S tert-7* b 4r v*;v^-;v) *»?>Stf^ 
^ i t tzit 2 -flioeftat-csiftstt-cv^r i iv^ci- 6 r^^^m ; ^nyvjg? 
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7? |, ^> 3ff) ^ a^tf^/UlfciJ itfCi^*^*^-***-** 

t> j:viCi-6T;V3drv^ ; Ci-6 7;v^jv-* ; * y ; Ci-e7;v 
3^->-*;v^-;HI (0IU * h^y*;v**-JK ^y*)i/#-*) ; Ci-io7** 
(AU *?■*, if*. 7*ntf;v N /fv^a^, ^a-^*?-*) 

BjfcSftTv»-c* iv***/*** **; Ci-io7**** («, *■?■*> if-*, ^ne 

;K >fy"/ntT>K **^>f*) ■W/fcfcv^ttSTOfcSfLTV^T * «fcv>75 ; C 
i.67;^;v-A^-^T5/i;Ci-67;v^v£ (#!k *f-*, if*) isitfCi- 
6 T*3*'>-**#-*3fe (W^ l**^***— *> iF*v**'f-^) *»5>atf 

*, **-9-v;*> f77'j;>, 'fvwj^ fh^yjJK *W7 , / , J*, f 

[0 0 3 1] 

iiTV»TfeJ:v», Ci-io7****> C2-io7**-*3^ C3-10 nr***** C 
3 -ioy^n7^-*», C6-i47'J-*3fe> Ct-isT^*^*** il^Cs-isTU -* 

ii-c, Ci-iot;v+;v*. Ca-107*-* - — *2k Cs-ioy^nr^;^ C3-io-> 

«rlBLfeCi-io7***3feN Cs-107**-*** nr***ISK C3-i<r> 

?D7H-)H, Ce-14 7';-**, C7-i379*4r*MJ:a r C8-is7U-*7*^ 

d^M^»tUT{i, fr^Xt?^$tL*em§^^ Kn^viKHU Ci-io7*** 

if k & it & am* l t l <*> © &m v » e> *i * 0 

[0 0 3 2] 

Cs-io->^o7****, C3-ioy^a7^-*i^iy f C4-ioy^n7;v*yi-* 
££-C\ Cs-io'>^n7^>Hf, Ca-ioy^nT^^^i^C^ioy^nT^ 

xt?j^$n.a rsitfc&J 14, SMi^ti^ 1 4^ 1 3 lot imtt Ltv^T i i 

•Cfi&S*vtv*-Cf> J:v*Ci-6T***3fc >f*. if*) ^n^yUCT (0!J> 
[0 0 3 3] 

Xf4$?SL<l4 > 7y*lft*U,-$6i:ff4L<tt, A;v^y;K *jv^^*; 
Ci- 6 7;V34r>'-*;i'^i^ ; 1 ~ 3ffl^n^>jR^T?ttift$*l/CV»-Cfc iV^Ci-e7 
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x v> x i> x v> c i - 6 7 ;v * ^mx* y £ & w± v^g^ $ *lt v> r *> £ v> ij ;w*-=e <i )v - c i 

[0 0 3 4] 
[0 0 3 5] 

j^c>a«ftL* l £v>L31@<£>«m*T?«&£*iTv>T*> £v>Ci-io7;v*;v& (»* t < 
a **/k xf*, -fu\£fr^ ^vyn^, yf-;v> -fvw, ; 

Lri*Ci-io7;v*i'>' (if t u< (4-CH2-) ; 

Q«^-¥> Ci-io7A'*l'>'* ^{4C2-io7;V^-l^> (»4L<ttlfrfr^ -CH 
2 -, - (CH 2 ) 2-, -CH = CH-) ; 

yvjE^-efi&Sft-C^-cfc £v*c i-6 7;v^r^3fet? =tJh%> ^HVW&ZtLfc* 

4 ;v ; Z tzit 1 -3«0^n^*>|R?-tMltftS*LT^T«> iv»Ci-67;W*t? ; t^4> 



*4 



[0 0 3 6] 

f4, «ittf, imwufc^ot, *«Mtafefc©*, tomwttviiL. twt^ m^ts 

; *^9ASs •7^$v^Ai|4^7;v* , J±^Sfi ; 7*5 -7 A£ ; 7>*- 

vw^ik 3^N^m> u>^m> >^y^;v*>^ 

[0 0 3 7] ^ 

L-c^fk-fr* (i) f m*^**'*^ Lxit%m (i) 
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K$tfk-fZ4k&%l>"?$>Z° it&m (I) O^DK5ynUI4, Ifr&tt (I) <OT*S 
m&Ti/Mk> 7^*Mfc> 9 fSHbStLfc-fb^tJ (flk ffr&W (I) f^T^^i'f 
aty^fML 7 ^>fJV75/*JWf-ML (5-^f-*-2-**V- 

1, 3-3>**Vl/5'-4--r ;v) ^ >*S/**:a?-/Mfc% "f b 7t Kn7 5-Mfc, t° 
n>jy;l/>f;Ht> bf^n ^OW** v'^Mb, tert-:/*-/Hfc3*Lrt:fl:'ft'W& f ) Mb 

&b (i) «3*safe**r->ML 7**mk, y>BMk **BMfc3*Lfc*b'W& (#u ^ 

(I) «5;WMfca*7**-Mk h^Mk, yn/v^Mks tf/^n^Mb, -9- 

*~>-;Mb> 7 'J Mb, 7 9-Mb, y^f-;v7$v^f-;i/*;v**-;Hb$tL^b^ 
fcif) (I) o*;v>K^r'>;Hfe^^-r;Wb, 75 hMbSftfcft-frW 4b-£ 

^ (I) o * ^;i/|^xf ji-x^ f ;Hfc, 7x-;kx^fMb, #;i/>i?3r~» 
x^rM^ y^fJV75/'^f;i'X7fMk, tf^'n^ ;vt*y^ f ;Vx^f ;Ht> 
h + ^^H-^t^fyxf^x^fMl:, 7^'J^x^fML (5-^^;V-2- 
tdfV-l, 3-yt^Vl/>-4-'f^) ^f^x^fML ~>y" n^^r->;w^-^r^* 

o>fb^©ttg#^^^j*^«toT<b^ (i) ^fifitii^-cH. 

tfc. <b<fr«» (I) ©yoK7y/tt, JaJII#01 9 9 O^TU rg«p n n^^J 

ztz, it&m (i) f±> mvLitm 3 h> 14 c, 35 s, 125 i&^) *^t?«»$tL 

[0 0 3 8] 

<b^% (I) ifcliWnK77^ (J»T\ l£fc#S&Wfb^fc«MS?-*£fc 

sv>{i*6«fi#J»K5& I fflv>e>*L N H^RjMKfcitsjRJ&W, rtt^SU^ *fr£au ^SjS^EPJ ; f& 

7*>, cfbfvyy, Wh'J^, ttfi-k^n-^, tfM^ Kn*->ynb?;v-fe;v 
-flft. -frJft^-f 817^5 -^A, ^ 9 4r<fWL7n'$ ^Iv^y^ A£^#^&f "btL&o 

•b>un — 5t7;v^^v^^-;H:;vo-^ N * fry}?**/* j-fr-tefru —7. -f- Y U ^ A N $£ 
n4->7°n tT;v-t;i/n-^ % t Kn^fvT'ne^f ;i/-b;i/D-7, jJ?y tf— ;i/kf n y K 

[0 0 3 9] 
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mfimmme>&M*wt Ltit ^y^i^^y ynei/v^ja-^, d 

auXfu-)V^ i^y-;i/T$>. ^tth'J^A, ^i^th'J'JA, 

M^fb&josm&ta) t LXit. y ;v > y .x* y -)vr ^y, /nfcife-*- h 'J 
VJ*, *S Xt7V y&L7V*V >&fc*<7)Jli®f&14&J ; #0x.tf. ^';e-;i/7JV3-;K 

& if og&TM^^ ; # y v f«> *° y * * ^ £ £?#^-f 

WJ^W^tLttt, 'J *^>@t!t&£*<Z>3i«?l£&i:* 
[0 0 4 0] 

01 xtf, i»0. l~100ll%t*^, 
[0 0 4 1 ] 

jgp#jii. (flu &ffi, ryf>, d--?>~y- 

it^yfy^ 7?\£T^J*, iJJUH^^-i/^ fjV-feJi/D-^, Kn + y7'D tf;v«fe;vo- 
, #y i^-ix^^y D-;i/6 0 0 0%i?) % ¥*mi)ilLXKffil&J&L, *v»tj&S^J: D 
&ft^ftf3-f-( tic* «3Siit$tL^> 0 
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MFtt?* Hn-f-f >^*#Ji: LTJi. fllx.^ tKn^^newf^n 
— 7. K i; Kn^V7nif;v>f ;v*;vn-^ T-b-r— v^— h> * 

;1/tK^t->^ f/i/xf^t^n-^, m7^;vi-k;vn-^^ ifo-fe^n-^^iis^f- ; 

TZ V^B|3#V v-LD K9¥? h L- 3 0 D 5 5 (]Sffi£) . f-A7rK 

ta¥<DTir V JUWkMfrf- ;*9?^ft if tf>^*%& if rt^fk ft* 0 

Mtt7 JV A 3 - f > ^I»J t L t it ^^Hr^n-^fc if o-bjwn- 

^^1^ ; 7 ^ ^ 7 J^;^ ^ 7 7 'J l'- b ^ ^ 'J v - R S (t'f K5^y >RS (IS 

*-f K9^y KNE . o-A7TJW!t) * if <d T 9 V jM**ifcfl~pa: if 

[0 0 4 2] 

A&if) , ^#£(1 («, ^^;w-?7^>, 7x3 \£ ^'/^7;v3-;v, *n 
ny*y-;v, 7 ^ y if) > «9M&H (flU Mtl'^A, ^U-feV^, D— ^ 

&aw±ftrt£-M (0k *'J =rv«i, 
on~>tti& if ofiiM. 7*nt:i/y^'J &ifl~i#i£> MM$>& t 

fc£J:!)»at**L*o FrSK«t (0k tVf^tfV^A, lf;R 

thij 7 Af) „ («k tfA^^r/^) , mmitm m> soy^r** 

-/ulSO *$<Dffilmyd*Rl ^x i> x v> 0 

[0 0 4 3] 

S^yf- K*;v^E>i: LTii, ^*^f^7"f K-l(GLP-l), 

5&rr>^-/f-K-2(GLP-2), GIP, M*** >jfetti*/WE > (GHRH) # 

h Vfc L-Cfi. fllx-if, 7>f^ (RANTES) 7 ^7"**^ >W 

nmfcMVdMtLXit. «x.Mk xa-n^7'f KY (neuropeptide Y) 3§^*Wb 

[0 0 4 4] 

^-mr-vt Lttt, «i*.uk ^b^ai^m^^#*^ ? ^s-r* i:£*>o. ec 3 

.4.11.1 (Leucyl aminopeptidase)> EC 3.4.11.2 (Membrane alanine aminopeptidaseK 
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EC 3.4.11.3 (Cystinyl aminopeptidase). EC 3.4.11.4 (Tripeptide aminopeptidase). 
EC 3.4.11.5 (Prolyl aminopeptidase). EC 3.4.11.6 (Aminopeptidase B). EC 3.4.11.7 
(Glutamyl aminopeptidase). EC 3.4.11.9 (Xaa-Pro aminopeptidase). EC 3.4.11.10 ( 
Bacterial leucyl aminopeptidase). EC 3.4.11.13 (Clostridial aminopeptidase). EC 
3.4.11.14 (Cytosol alanyl aminopeptidase), EC 3.4.11.15 (Lysyl aminopeptidase). 
EC 3.4.11.16 (Xaa-Trp aminopeptidase). EC 3.4.11.17 (Tryptophanyl aminopeptidase 
). EC 3.4.11.18 (Methionyl aminopeptidase). EC 3.4.11.19 (D-stereospecif ic amino 
peptidase). EC 3.4.11.20 (Aminopeptidase Ey). EC 3.4.11.21 (Aspartyl aminopeptid 
ase). EC 3.4.11.22 (Aminopeptidase I). EC 3.4.13.3 (Xaa-His dipeptidase). EC 3.4 
.13.4 (Xaa-Arg dipeptidase). EC 3.4.13.5 (Xaa-methyl-His dipeptidase). EC 3.4.13 
.7 (Glu-Glu dipeptidase). EC 3.4.13.9 (Xaa-Pro dipeptidase). EC 3.4.13.12 (Met-X 
aa dipeptidase). EC 3.4.13.17 (Non-stereospecif ic dipeptidase). EC 3.4.13.18 (Cy 
tosol nonspecific dipeptidase). EC 3.4.13.19 (Membrane dipeptidase). EC 3.4.13.2 
0 (Beta-Ala-His dipeptidase). EC 3.4.14.1 (D i pep t idyl -peptidase I). EC 3.4.14.2 
(Dipeptidyl-peptidase II). EC 3.4.14.4 (Dipeptidyl-peptidase III). EC 3.4.14.5 ( 
Dipept idyl -peptidase IV). EC 3.4.14.6 (Dipeptidyl-dipeptidase). EC 3.4.14.9 (Tri 
peptidyl-peptidase I). EC 3.4.14.10 (Tripeptidyl-peptidase II). EC 3.4.14.11 (Xa 
a-Pro dipept idyl-peptidase)#/0 ? ^tf bti&o 

£*LfcOfc*-Ct>. EC 3.4.14.1. EC 3.4.14.2. EC 3.4.14.4. EC 3.4.14.5. EC 3.4.1 
4.6. EC 3.4.14.9. EC 3.4.14.10. EC 3.4. 14. ll&ftt L < . b <3 fctfEC 3.4.14.5 (Dip 
eptidyl-peptidase IV)#*#f £ Lv* 0 

vMiCETP nmftm ^ttttv^uv^ tt h <o^m zw^-r&Wi 

*§kwtt&®te, mm.m («, immmm, 2mmm.m. tmmmmm) 

[0 0 4 5] 

*&wft&9sn. mmm lfsmstm. 2mmmm, mmwrnm <D^m-x&m 
nzmstrnm o^Hf • temm mmmt^m • femm ; mmi&fi& [ i gt (impaired 

Glucose Tolerance) 3 (D^VS • X&BM 4 >*U yftW&tm \ & ±xmmH&fi-£fr 

12 6mg/dia±> 7 5 ggP/F^tM (7 5 gOGTT) 2 B#IM (M 
JfiUfcfciJttS^ = #2 0 0mg/d 1 JSLt. B6B#MH (»JR]flUft £ * 

^n-*itJ9?) * ? 2 OOmg/d 1 J^±OV^-f W?&£o ttz, ±|3M>^ 
^tcSS^r-f. r^^FlflLM (»lR]fo£C*m4* r j'3-*»K) **1 1 Omg 

/d 1 7 5 glP^FflM (7 5 gOGTT) 2 B#F^ffi (»URjfiL«fc 

£stt&^;va-xiftj£) **1 4 Omg/d lsfefflfcacrtflBJ (JEflfM) -Cftv^JR*, 

tt:, ffimffiomfe&mz^Xlt, l 9 9 7^CADA (^BUm^l^) frt>, 1 
9 9 3 *lTV»* 0 

) #12 6mg/dia±t?*^ 7 5gin/K l )iMiSt2HM (#HftJfiL 

^^^»ta^;u3-^iSS) ^2 0 0mg/d l &±£3W£SI-e£>£o 

[0 0 4 6] 

*J&£) ^126mg/d 1*^T*«9. 7 5 g«Q:7 K9*aWStt*2 B*WHit ( 
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SIRjflLatCiJ^a^a-^aifiE) ^140mg/d 1 &± 2 OOmg/d l^StfcTFi" 

ri ? l 1 Omg/d 1 £l_tl 2 6mg/d I FG (Impaired Fast 

ing Glucose) — 2k WHOOfttKiW^ ilFG (Impaired Fasting G 

lucose) 7 5g8P^K^«tt*2WflH«t («RjfiL*fc:fe*t* ^a-** 

JS) #14 0mg/d l*»t?*4*HK*IFG (Impaired Fasting Glycemia) fcBf 

■So 

f, IFG (Impaired Fasting Glucose) iSii^IFG (Impaired Fasting Glycemi 

a) <D=?m • m&mt Lxbm^hfi&o zbK, *skm{t&m&. ##su mmmm-B 

, IFG (Impaired Fasting Glucose) SfcfilFG (Impaired Fasting Glycemia 
[0 0 4 7] 

^mmm> mmm&mmK. jsa.m.m^nmmn, ftfrmm&®MM%> 

ffi. fSM, &Jfl4S#) > »#fcttM«#. «i144^»±«14T«I. &£tt#EA « 
teBMSUfv?-, J»*. #«*fettn««0*JE. 

**»Wfls*»tt, rtBM&l»0>a&K rtKffil»*»<0iflifl«U *^W5fc#. flg«ft;W3fc*^ 

is «£ traiSWMW K *> Jfl ^ & *l£ o 
[0 0 4 8] 

*3&mt*mte. MttO&tf (flxl £IMMiL«tt**l 2 6mg/d l&±t;fctt 
7 5 giP/K^tM (7 5 gOGTT) 2 1 4 Omg/d 1 a±"C*4 

Siffcif) S#Wfc>f v^«ffi*^»tS, ^/l/ a 4 

-g-#^®JMIfS!§& ^feEfeteofiv^ ^ftHm^o^l* • WJ^Lttffl^S 

[0 0 4 9] ^ m ^ 

*&9Mt&to<o& J **li. %m-ttWL. iS:-5-;v-K 

«x.tf, ftAO«R»fifi:aafi4t4^ »#Ha*fcLT*j0. 01-1 
OOmg/k gftJI, $ftL< J*0. 05~30mg/k g#:m, ^ e> tff* t < f± 0 . 
1 ~ 1 Omg/k g#mt?*0> 1 B 1 @~3 &<D&m* Lv^o 

[0 0 5 0] 
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5fcS*Ll% £*L&*S-5-*Nfcfc**U ^f:S4LtUv>U «flW^**v»-ct9:#LT 

> jfl*-fr*>*4^J: iJliMt^ii^n, 0I*.tf, S4W«#iib^5*& 

> #««ft*iii«i:#u #mmm*o. o i~i o oM«M§v>*ur.fcv*o 

[0 0 5 1 ] 

mmmmmmtLxit, -f>^v>«w (00. ^~>. r*oEW*e>«ia3*ifc 

immfc w> iNs-i* . »cm y >«w* . ^ y >«sutt5fc«#j ( 
00, tf*^y ^w*fctt-e-ott (ffiKiififii) . n^^y ^y^s^tt-e-o* ( 

fJKtivl'^ >m&) . U^y ^r-9-XReglixane) (JTT-501). GI-262570, * h ^y 
*V>(Netoglitazone)(MCC-555). YM-440, DRF-2593. BM-13.1258, KRP-297, R-119702 
, CS-01K FK-614. W099/58510^Ifi«O>fb^ (fliLtf(E)-4-[4-(Wf*-2-7x-A' 
_4_^-^-9->/i;;V^ hdr-»^>^;v^-^fv-f ^ y]-4--7x^;V@§m) . W001/38325KIB® 
x^-^U^^f-^ (Tesaglitazar) (AZ-242) , ytffV 9*?-fr (Ragagli 
tazar) (NN-622) , BMS-298585, 0N0-5816. BM-13-1258. LM-4156, MBX-102, LY-519818 
, MX-6054, LY-510929w*7^y 9 V> (Balaglitazone) (NN-2344), T-1313 tz \±Z<Dm. 
, THR-0921^F) , PPAR r 7^-*K PPAR7 T>9 ~3=-7* h > PPARy / a f^TM 3*— 

xK a-^;vnv^--fe*|51«^J (00. #^y#-*, 7#;v**-x. 5^n-;K ^ 
> e^rf-'f Kjffl (00. 7x>**?^, ^ h*^5>> 

/sti-e*Lt>^ («, m^m. ?^9W&) . >^y 

k, h k. T^hA^t^ >\ *ry*ntr?s h\ ^y^tfy h\ ^y tr-f 

>f K, ^ijr'/-Ji4) . Wt^'JiK, -b-^y-K. tr^'J-K, Sf-^y-Kt 

/wv^AajMnw] . gpr4073--xk glp-i^^t^-x f [«, glp-i 

, GLP-lMR#k NN-2211, AC-2993(exendin-4) , BIM-51077. Aib(8,35)hGLP-l(7,37)NH2. C 
JC-1131] . 7 5';>7^h (00. ^AT/f Kf) . 7^7tfn-»7^ 
7r^--lfBEW^J (0k /^f-v>m#) . V«~f I VlfiftW (00. N 
VP-DPP-278, PT-100, P 3 2/9 8, LAF-237. P9 3/0 1.TS- 
021*?) „ fi 3 7^ h (00. CL-3 1 6 2 4 3, SR-58611 -A> UL-T 
G-307, SB-2 2 6 5 5 2, AJ-9677. BMS-196085, AZ401 
4 0^) . m%i&.^M (00. ^'j3-^^*'J7-^Em ^>3-*-6-* 
^7 7^-b*Ifi, ^* 3*>}±^J^) , SGLT (sodium-glucose cotransporte 
r) (00. T- 1 0 9 5^) , ll/?-^ Kn^^fn^ Kft Knyt- 

H (00. BVT-3498^) . 7 IKKg&#^l (00. AS-2868^) 
, V7TVWmR.m$&. 7v^^fyf«il (W001/25228, W003/42204ffim^ 
-ffc-frlft, W098/44921, W098/45285> W099/22735fB®Wfb^^) . 4fflHt-ffc 
£ (00. Ro-28-1675) ^>tL-5o 
[0 0 5 2] 

M^14#«te»Ji: Ltli, TA^K- ^«5c**fi«)W (00. MVUX^K ^ 
*ti/^^K y*^;w^^y K U^^^K 7-f/^^ 
y SNK- 8 6 0, CT- 1 1 2^) . #»**HT'* * U^^At^M (00. NGF 
, NT-3, BDNF, WO 01/14372 JCfamO-i-n ^7^ >^ ■ MIS 
it^J 4- (4-^D7x^) - 2- (2 1 -4 5 ^yy JV) - 

ffiiE# 2004-3110562 
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5 _ [ 3 _ (2->f;i/7xAi/) V- Ji^ if) 30 > ^S^MESt 

II Y - 1 2 830 . PKC (ffil, LY- 3 3 3 5 3 1f) > AGE B&«#J ( 
ALT946, If? N-7it'>W/^A :/n-r>f K (AL 

T766) > ALT-711, EX0-226, tf'J K'J > (Pyridorin) „ If 'J K**M » , ffi&mStM 

^^^-y^m^wsm (BIM23190) . r^y-^^^^i-^^^f^^-T^ y^^i---^ 

-1 (ASK-1) ffi#£**^fe>*L*o 

, ^^7V>^iiIt»J (0IU WO 9 7/1 0 2 2 4 fcMWtffrMIU tfflx-tf, N- 
[ [(3R,5S)-l-(3-7-fe b^r->-2,2-^^^;V-/ntf;V)-7-^nn-5-(2,3-> ? ^ b^v7x 
-;v)-2-^^rV-l,2,3,5-"r h 5K Kn-4 l l-^^/**t*^>-3-'f T-tr-T^v] if 
^ ij y y_4-H=&& ^) * * v»tt h V ^ U -fe U KfiTf^ffl 7-f75-b aMfc£* 

) % ACATlf^J ($k T^'y^r^y (Avasimibe) , x7;Vyv^f7 (Eflucimibe) 
, R£>f * (flk 3^f 7 r/^« , 7n7n-JK -nf>ili 

#j ^n*-;w(nicomol)> — -fc V h n -;v(niceritrol) & if) . 4 h&J. 
M>*:rn-;i/ *xn-MsoysterolK JJy-** U -9V -;v(y -oryz 

anoD&if) WWbtL^o 
[0 0 5 3] 

h}-^*^ jnyn-t;!/^ > % A;i/^;t/*y. -rJV5^;i/^>> ^f;v^^-;v^^> 9v*lr$' 
*y, l-[[2'-(2,5-v ? t: -4H-1 , 2,4-i+t^7 > /- ;V-3- >f ;V) tT 7 x - ;V- 

4.^ ;v]^f ;i/]-2-x b^^-lH-^>X/f < r/-^-7-*;V'f>llf) ^ * .fl'S'* Afijgu 

#j -v^>>tf>\ ^.^xv^tfv, 7ADy*e>, ^^^.ykf> x -*;i/ytf>^) , 

*'J7Aft>*^iPl (flU l'7*^D7*iJA, L-27152, AL 067K NIP-121& if) 
MitLtli, mif^&trLM^ (i> m7x^7^7r/, 7x>7)P 

7$>, 7x^r*5>, ->7b5rA 7>7i77t>, m>7x^r/> 

>K _ ;K 7 i-;v7'D/V-;v7rA ^n^>Vl/'y^^. ; MCHSr^^JSfit^ (#k S 
B-568849 ; SNAP-7941 ; W001/82925i5 £ 0^001/87834 fc^S *lift*tl«) ; -a - 
T'f-KYJS^ (flk CP-42293530 ; *>^tr^W K«#tttt* (flU SR-141716> SR- 
14777830 ; ^JSfifc* ; 11/9-K Kn^fn>f Kft Fnyt-^Itl (0» 

, BVT-349830 m . mV't—Zmmm tH^^h, ALT-962^) , /?3 7=f 

~* h (flU CL-316243> SR-58611-A. UL-TG-307, SB-226552. AJ-9677, BMS-196085. AZ 

4014030 , v&-&$mfflm w, cntf («##^#h^) 30 > 

3W>* h^^7^ h (flU V^MJ'T'K FPL-1584930 > S^fOlSI (flK P 
-57^) 49t*«We»tL*o 
[0 0 5 4] 

vf7e;>\ b'J^n;Mf7^K, nKn^naf7yF> t: Kn 7 JV^ ^TV K. ^ 
v^tKn^naf7yh\ ^07*^^ *U^T^K, ^f^nf7i^Kf) ^ 
^7;H^tn>Si (ffj, 7HD77^b>, l>'J7Afl'>f) . 

*7)v*yY\ <i>ysm > 7^? h\ -<vv;vtfK, 3-?i?*)ym, tfv^ 

ffifE# 2004-3110562 
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#J fcr>7*->>, ^^rV-^f) > -yTs-f^^y, #;V**7 P 7? 1 > 

&£wteiN*7;V7n>ft 4 Lv* c 

-n4*> (IL) m , nn;-«W («k 3g©^n^-$iJ$cHi\ i'J^ti* 
xf^) ft^W £>*U 4*T?4 I L- 1, IL-2, I L- 1 2 ft if<7M >*-n 

[0 0 5 5] 

tt.tfa.femt Lt(i, $Ix.f4\ ^/n*'J> (flU A^ijyffi^A, AAy>^;^> 7 A 
„ ^^Vf/'i'J >7 Y V 7A(dalteparin sodium) ft if) , 7^7 7'J>' (#!k 7^7 7'J 
^j&UvAfcif) , guhn>lf>^ (#U TfrlTY oy^aragatrobanjft fc*) , JfiL#:*# 

«7n^^---tf (urokinase), f- V *7— * (tisokinase), 7;Vr 7*? -^?(alte 
plase)> 7--r7°7--t?(nateplaseK *>7 i 7 p 7--lf (moriteplase), x 7° 7 -- •*? (pami 
teplase) ft i:*) . JfiL/h«*M^ (flU ttflftf-* n t?<;> (ticlopidine hydrochloride 
)„ ->n7.* V*-;WcilostazolK 'fat^J'hRxf^ ^7 7°n7> > 7 h 'j «7 A (bera 
prost sodium), tlt^*7V7- h (sarpogrelate hydrochloride) ft if) ftfc'rt^f 

&®.Um%i&Mt LTJ4, flxWf, 7^77*;Vv K-;v (alfacalcidol) „ #;i/~>h 
U* — (calcitriol) > .r. ;i/ # h - > (elcatonin) . ->f 7 * *s Y — > (calcitonin 

salmon) , x^h'Jt-^ (estriol) , 4 7* V 7 7 > (iprif lavone) > ^'5 Kn> 
SIZIt- h U (pamidronate disodium) , 7U>Kn h V «7 l*isM% (alendro 

nate sodium hydrate) . -i > iJ Kn Y *) "7 A (incadronate disodium) 

tftffitmitLXii, {f|xlf> 9 (tacrine) , K*^A' (donepezil) , 'J/** 

f-7*3 y (rivastigmine) , #"7>*?> (galantamine) ^i)^fhfi^>o 

%>WF£&M%\t LT(4 % $lxJ4\ 7***7 4:' (apomorphine) > 7^>m~>*7* 
774 ;W (sildenafil citrate) ^# s ^f<b*L& 0 

• IS^r&^Jt Uli, $lxJi\ Ii7 7W- h (flavoxate hydrochlori 
de) , mm**'~>7x-> (oxybutynin hydrochloride) , ttl7*n^U^ (propive 
rine hydrochloride) ^T&^frf&frLSo 

[0 0 5 6] 

$<bK, ii/!^^7'^ J ?'KaJ*T^^HeSc##ffl^E*e)fbtLrv>^^j. -Tftfr*>> ~>7n 

D-;i/7-bf-f) > mnXTVf K (0!k f+t^t'/Vf) , * h7^7? 

t- h7ii Kn*yfif/-;i/^k aa&ft»efc#^J x^3t/^^x>$f 
) , IGF-l, **v>ttMR«r»«i-*Eg ; f--C*)*TNF-«. LI 

F, IL-6, *>3^^f->MK^*fiL#*^'l>*l& | K'fk^Wfc#ffl-f*^ tj&^-ei 

[0 0 5 7] 

wmmMit. ft* l< 144 >7.u 4 ^ssuttgfcsau «-^3->^- 

■tflfiftW, If ^774 KSU, 4 >^'J ^7>Mii^J (»*L< t4^A/*-*">W7#J) ft 

tfigE# 2004-3110562 
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2) >f (iff- $ t< utM) texwrri-J ; 

4) >f >*y >«tfcte3fc#3W*5 £Va -^;V3v^--t?Ifi#£iJ ; 

5 ) >r y ^«ifcte3fc#aiJ3 tLTf\£tm-4 fjw ; 

[0 0 5 8] 

5* (I) L#La (CHz) (L a 2ffi©Stf^fl^***3^ 
) X#Xa (Xatt-bni, 7V^*, f^W:tFn^->I, M$l£ft 

yafe-C**^-^ (I -a) WU TIBAfe**v>tti*Llcmi***feKJ: «9»iS-ei*o 
[Aft] 

Mb i o ] 




(II) (l-a) 

Q 14 2 ffiwat^-fk****:^-*-] 
[0 0 5 9] 

*8t-ett. -fb<£© (II) £ ZtiZXv xw&m (I -a) 

WSE#'2 004-3110562 
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«7G*«<0«fli*H\ (I I) I'^tt, St. 0. l4v»L2 0^ait*« 

2-^nyNV-;K r^-ZK 'fyy^y-iK tert-^^ ^ -^07fl/3 

Rl&iiJRti, &1$s -7 0-1 5 Ot, L<tt- 2 0-10 om^o 
RJ&lSHIti, 0. 1 ~ 1 0 0B$W. iff-t L< fi 0 . 1 - 4 0 B#H3T-&&o 

[0 0 6 0] 

^JSj$IJ«^ffi^:fi, jk^-tl (II) Wtt, jiHt, 0. 0 0 1 - 1 0 0 O*;^*: 
LTtt, «ittf**5!rx, *»7 5>tt, *^7r^«tt, t: K7V> 

*U >ffc^t> (I -a) frilSWCSiit-t^^ tWZZo 

Z.<D£i \ l zLXnhtL2>'{k&® (I -a) «\ &%l<DfrmmW£Wt. M> « 

[0 0 6 1] 

ix.ll ^ (II) *K QfcitfLaTWBte^ X^i/iU'PiiM (I I- a 
) f±> TEBfet:J:»)»Jit4ii#tii. 



tttSE# 2004-3110562 
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Mt 1 1 1 

U + 
CN 



(VI) 



CHO 



(V) 



R 3 

(IV) 



Xa' 




(VIII) 



(VII) 



* 





(ll-a) ('») 

[0 0 6 2] 

(i i -a) wz-mt&m u i d ^ 

Stfb<£% (III) «\ g^<Zr^^^fe> ^LiWISl 9 7 3#=RI 

t z c hoi^v y>-fr*ft**v»ii**ii:*f ^ wkmt&® (iv) Mb 

(VII) bfrb$kT&-r&Zbtf"e£Zo 

1t&® (IV) t±, H3#<2r£n?>;£8:. <b-fr» (VI) fc*b-&» (V) 

<7)Knoevenage 1 ttC#tt i P i oT»jlt& i 4. 

fb-frto (VII) ti> a £fl;U£Synthesis, (199930, 11*. 1951-1960 
M ' Journal of Chemical Society Perkin Transactions 1, (2002^), 1663-1671K& if 

KfEM(o^m. ttzii^fiKm-r^mK^ox, <b#» (vm) 

&X~£Z 0 mZLWt&® (V) , it*® (VI) iilfft** (VIII) li> n# 
[0 0 6 3] 

& (i) r 4 ^ci-ioT^^^afc^^^^^^^ntft^^T^ 

(I -b) «i. * (I) »K R 4 #75^It*4M (I-c) fcr/i^MbRJE 

tiJiE# 2004-3110562 
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j6lc*|»**J:tar$4:v»«Fji«t»-C, **v>tt (2) &3^= * $ »x*J *>#£T\ 
7**Mfc*J*5J:tf**#-Mfc^too4fcJB*«^ ft^-ft (i-c) fc*tU $?2L< 

lift 1 -ft 5 *o . , 

^"kmcommm.^, it&m (i-c) ^t, u< -hb 5 * 0 _ 

»5SW«>ttJfl*«U ft-grtf (I-c) K#LT, 0. l^L2 0^vMt-$) 

(i-c) fc*tL*\ #*L<f±0. 01-100^1 

TJ^MfcRJSKis^-C, RJSajK»±, J6F*L<tt*&-l o~&i ooms. 

T)\<*MmfcK&\,*x, Ri&ftmt. M\ ^jo. 5~&2 oi$wefc*o 

[0 0 6 4] 

7 5^*tf5«f*tUii, fllitwr, *>u$/K Ci - 6 r («> 
r-t^;K ^net-;^^) s Ci - 6 7*3*3"- a**-* (fll> * 

^ h*3/*JH?=>K tert-y h if) > 'O'VW/K C? - i 3 

7 7H;V-*M-iV (flU ^V'^A^HW . C? - i 3 75)^H*-> 

(0U ^vyjvt^y*^*-^ 9 -7** V—** h 
if) N hVf-JK 7^n-f;v, N, N-V^W^y^fP^ ~>V* (#k h U ^ 

tert-rV^^^^^vV^'fcif) * C 2 - 6 7**-* (0IU l-7V*fcif) fciftf* 
^&f<b*L&o £*L<b©3feM\ lftv^USfllo^ny^JK^ (W> 7?I, 3 
9*4 if) . Ci-6 7;vn*y (flU J-h4r'>, 7>n#*i/&if) 

XjutfZ-^fr&to&m&tLXii, Witif, Ci - e 7^^ (flU -*^*> 

tiiSE# 2004-3110562 
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^nii;v, 4v?u\£a,^ tert-T/^fr if) > C? - 1 3 T7)V*)\> <M, ^ 

> s> )vt £ if) % 7 jl -;v> b u f;K v v ;v (flu V U ^ U >K h V ■xf-;w> 'J ;v 

&if) > C 2 - 6 T;v^-^ (flU l-T^V&if) &if;d*Wb*L&o £*L<b<0&li> 

i tj:^L3m^^uy>w^ m, 7>>I, 3vm%t°) , Ci - e 

[0 0 6 5] 

\l Kn^yS^i^tLTfi, tfflxJf, Ci-e T^** (flk -^^K 7 

nk?;K y^nti^K -7*^JK tert-y^^^ if) > 7i-^ bVf;K C? - i 3 
7 7M;i/ ($h ^>>;v&if) , Ci - 6 t;v*;v-#jv**-;v (#k r-b 

7*0 tr*-;v&f) . ^W'OK C? - i s T?*^-***-* («K ^ 
v?;v*;v**-;v=&i:*) > 2-f >7t Knif^-^, 2-f f5KKD77^, ->V^ 
M;^^->inK h 'J J^;Vi/'J;K y^f^7x-;W>'JJK tert-"/*-^ 
^fA'Vy/l', tert-^^^v^^^->V;W^^) , C 2 - 6 7**-* (01k 1-T'J 
;v&if) fc^d^tf fctifco ^ttibO*i±. l^L3i^n^vlf- (flL 

3<7fi& if) . Ci - e 7>Mr>v (#!k ^nif;v*if) . 

if) . gMW^T-t^-A/ (flU V-Ci-6 7fr*fr7*9-*'1kZ) * ¥#mf h tiZ 

y sf- }]/ —~7^ x — rf^ys? i/y-teis* (Protective Groups in Organic Syn 

thesis) , John Wiley and Sons TO (1 9 8 0) fcfa«tf>:&*£& if Km CTfTxJf «fc V> 0 

^/y'J^7>f K («, hV^WJ^3->'^ h'J^f^y'J^n^ Kfcif) & 
[0 0 6 6] 

(I) 7fc^#l14#. £#JI1£#> f£SJIte#> 

tt, Ztih (I) tLT^W StL&iii:*)^ g#<&£n 

x *) ztirti&%.&t Lxn& amso mm. <t&m ( i ) i:*^^^ 

1) 7>SUS^H B afe _ t 

5-b5#:i^ett*^ (^!lxff> (+) -^Vf^l, (-) --7>f^ ( 
+ ) -let, (-) -fi5BL (+) -i-7xiwrA (-) - 1 "7x^f 
; v 75 y, ->>3->, (-) -^'/3S'?>, ^;Vv>^if) i:0^^r^^-^> -tL 

2) 

mtE# 2004-3110562 
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«itlf, »^n7h^7-f-0**, E N ANT I O-OVM (h-V-ttS) 

&*«jou tK> v>mmmffi . mmmrn -x.*y-;w 

y _ ;v> /fV7-n;v-JK T-teb-HJ/K MJ7l/tnftl, y'if;V7?>*^) 
, «ittf, ^^n7^57-f-Oft^, CP-Chirasi 1-DeX CB (>> 
[0 0 6 7] 

3) yr^f^-S 

jR4L<«2j»r5y*^**^, *<b-frWi:*^fitt«:*«» MTPA [ 

a -t y**s- a - (fV7^n>f;V) 7x-jVSI) . (-) -^h^rvSW? 
) & if fcfc^&Jfc Hi *K WM^f ^#tfctt75 K#©^7^rV 

[0 0 6 8] 

ft-g-ft ( i ) »a\ »5i-e* o tuv^o 

Bfc^i*, £&*fc «»*) > *&W&&> H&JifcfcW^f&ft.*- % 

^btizmntvxit, mz-tf. ^mmm^mm m> *y*y. *wy 

yMV7 p nif^x-f^ fh7HKn77'A v**^>^0 . - h V (flk T-fe 
->K*§0 , ^7 5 (0k N, N-y^WJVA7 5 K*fr) , J^f-A'S (0!k ff?lfe 

&v>Ll : 100 (#»it) ) -CS-frL-Cfflv^ttSo 
^ r«5C3ft» h ©ftflflSSU tLXit, 9lk.it. %Qctik (tTWiS, , 

m mwtitfrt><7>i£&ikm tun, ;^7v-^>^ (5i±tm, 

iftBtBbtt^ 7'Jr7v>g) % ^mmm (V->V^V^fc. "7n-bV->&) , 
(VLS^ ««xe^*V-ft) fcif**Wb*L*o 
»*-ffcifeO»3l*«fc LTIi, tt<« (I) ^7tfi-e-om : Sr2 0-1 2 OWUmTK 

Z>mWLZfeMft<Vfo&&T (mx.it, 0~50t, U* L< {i0~2 0*C) ttm-fffi 

tBIE# 2004-3110562 
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[0 0 6 9] 

*9!SIB#^ M&\±, ^ill mSI&M^ (^ta, MP — 5 0 ODli^rliB u 
chi, B-5 4 5I) ifclJDSC (^^3fe*«fc*«»*f) £E« (SEIKO. EXST 

ar6ooo) ^*m^xm%.zti*ffli&*&fc't&o 

k («u frjfi, Km, mm) > H£$jf£3i&£0 smtt-cM 

[0 0 7 0] 

fyi/? k b r s : ijgjKv^^w k j : **:/y 

[0 0 7 1] 

IfeSfefll 1 5- (7 5 J * ^)\s)-6-<{ V y^;V-2-^< f-;V-4-(4-^ f fl/7xiJl/)-3f >S 

1) Tfc^k^ h 'J 9 (60%^tt, 8.0 g, 0.2mol)<Of h7tKn77>(80mL) Mfflfe 

zwll <ffiWL%tfhi]n&MMLfzo nbtizmmm^^ >fvt?a>fA/(ii.6 g, o.i 

mol)> T-fe h 'J MlO.5 mL, 0.2mol)> *5 J: r/x h 9 t Kn 7 9 > (25 mL) (D&tem 
*30^W*»tfrSSTt, 5B#WiJll*&«iftLfco RM«rMS^T*^iPL> 2-T°n^y 

5 mL)*jSrax.-rSa-C30^Wie#L/c o RM*«ffTiliL, £l»£7fc(l00 mL)t-}# 

y-7A-C^t^ «ET*«*«*LT5-^f-^-3-**V^**>=- by M12.6 g 

X H-NMR (CDCls) :0.96 (6H, d, J = 6.6 Hz), 2.05-2.30 (1H, m), 2.50 (2H, d, J = 
7.0 Hz), 3.43 (2H, s). 

2) ;V-3-t^7A#t>- f" V^(5.0 g, 40mmol)fc, p-l<WftK (4.8 g 
, 40 mmolK tT^'j v>(0.34 g, 4.0 mmol), Rflfc(0.48 g, 8.0 mmol)> $S V )\>^> 
(200 mL) h * <S> £ Dean-Stark b7y7"*I^t 12($mft]ft£% t tz . RfS* & £ 

«*Lfc„ qkhttizT&gm* * *>>-M50 mL)C»#U 3-75^nb >^f;V(4. 

6 g, 40 nmol)*«li0b"C6I^Mlnil»«aEbfco £0&ifc*«ffiT«il8U »®%*">y 
;l/* 7 A^n-7 h^77^ -"CfllSlfr, 5-vTy-6--f V7*f-M-^f ^-4-(4-^f ^ 
7x-JV)-l,4-yt Kntfy W-3-*JM?5'St.?«f-JU(7.45 g, 1R^57%) t L 

1 H-NMR°(CDCl3) 8 10.93 (3H, d, J = 6.6 Hz), 0.98 (3H, d, J = 6.6 Hz), 1.80-2.00 
(1H, m), 2.10-2.35 (2H, m), 2.30 (3H, s), 2.36 (3H, s), 3.58 (3H, s), 4.57 (1H, 
s), 5.68 (1H, brs), 7.00-7.20 (4H, m). 

3 ) 5--> T J -6- 4 V ;V-4- (4-^f^7x-^)-l,4-^t Kn tf y y > -3- 

*fl/r/Sl^f^(7.3 g, 22.5 mmol)*l, >(20 mL)K»#U 2ftjfefflf»(100 
mL)^lJnx.-C70 < CtrlNFTO^L^o &J&&*3!M&+tt#U IHfcxf-MlOO mL)fc2&5£ 

^tK-fk^h y ->a**«[(ioo ■DfcSrjnx.fco *itfl-»u stmxf-;i/-efflm u^o *r 
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-6-4 v 7f ;v-2-^< f ;v-4-(4-> f ;l/7 x ^ 3 f f ;v(5. 94 g, J«82%)£e 

J H-NMR (CDCh) $ : 1.01 (6H, d, J = 6.6 Hz), 2.20-2.35 (1H, m), 2.41 (3H, s), 2. 
63 (3H, s). 2.95 (2H, d, J = 7.4 Hz), 3.60 (3H, s), 7.20-7.30 (4H, m). 
4) 5-V7y-Mvrf/l/-^f^(4-^f^7x-^)-3f>IMf^(1.00 g, 
3.10 mmoDfc. 9 * *M4 mL), 25*7 >^-7* (6 mL), f h9tKH7?> ( 
15 mDfciOM (45 mL) "l 1 , 0.5 MPaOTfcfft^H^T. M 

WLtVV^fefotKfrWLLtZo U &tM«-^*~>* AT? 

5.(75; ^ f ^.e-^f v7f ;v-2-> f ;M-(4-> f ;v7x-^)^3f f ;v(0. 
97 g. W95%) * ifcS* fett S L T W fc o 

X H-NMR (CDCh) 5 10.98 (6H, d, J = 6.6 Hz), 1.39 (2H, brs), 2.15-2.30 (1H, m), 
2.39 (3H. s), 2.53 (3H, s). 2.80 (2H. d, J = 7.2 Hz), 3.50 (3H, s), 3.66 (2H, s) 
, 7.11 (2H, d, J = 8.0 Hz), 7.21 (2H, d, J = 8.0 Hz). 
ttjft56-57t: 

[0 0 7 2] ^ 

nmm 2 5- ( r $ j * f- ;v) -6- 4 v -f f - ;v-2- f - ;v-4- (4- > f - ;v ? * - ;v) - a > R 

1 ) 5_(7 5;^f^)-6-^v ;v-2-^ f - ;v-4- (4- f- ;v -7 * - ;v) - a > ^ ^ ( 

0 90 g, 2.76 iDioD^f h7t KD 7 ?>(25 mL)MK, rj(«3>-t-:/?-M0.76 mL, 

3.31 mmol)«rUn£, MT12B*H«#Lfc 0 RlS«[*«EET*»L, BHHfc * 2/ U * J** 

V7»f-;V-2-^f-;V-4-(4-^^;V7i-;W-3^>m>^^(1.16 g, «98%)£S 

l H-NMR (CDCh) 5 :0.97 (6H, d, J = 6.8 Hz), 1.39 (9H, s), 2.10-2.30 (1H, m), 2. 
39 (3H, s), 2.54 (3H, s), 2.78 (2H, d, J = 7.2 Hz), 3.50 (3H, s), 4.15 (2H, d, J 

= 4.9 Hz), 4.24 (1H, t, J = 4.9 Hz), 7.06 (2H, d, J = 7.9 Hz), 7.20 (2H, d, J = 

7.9 Hz). 

2) 5-|[(tert-7*h^r'>*^^-^)T5y]^^;V|-6--f V7f ^-4-(4->f 
;V7x-;V)-3f>i^f^(1.0 g, 2.34 mmol)tf>^ 9 J -M30 mL)MOC1^^7K^ 
ft^ by *A*»jfc(10 mL)*rinil-C, 3BWSnf!Mti!lEL;fco EJSi(?:lSt*Mt. 0.5^ 

§*T> 5- {[(tert-7* h * ;v**-;v) r 5 y ] > f-^l -6-4 v y^;v-2-^ ^;v-4-(4- 
^^;V7x-;v)-n^>'^(0.58 g, JR*60X)*efe»*t LT#£ 0 
1 H-NMR (CDCh) S :0.87 (6H, d, J = 6.4 Hz), 1.39 (9H, s), 1.95-2.10 (1H, m). 2. 
38 (3H, s), 2.67 (3H, s), 2.75 (2H, d. J = 7.2 Hz), 4.13 (2H, d, J = 4.7 Hz), 4. 
30 (1H, t, J = 4.7 Hz), 7.15 (2H, d, J = 7.9 Hz), 7.22 (2H, d, J = 7.9 Hz). 

3 ) 5- l[(tert-7* h * -> * 75/]^ *M -6-4 V 7*f^-2-^ f-;V-4-(4-* ^ 
;i/7i-;V)-3-^>^(0.20 g, 0.48 mmoDOl^-^^^r-T"^ (4 mL)i#?£K. 4^g^^k 
Tfcfg- 1.4-^* (4 mL, 16 mmol)*inxTma-e2NFW^L^o Rj£fl8L*«ffi 
TaUfiU ft«)*Lfcfifel#*V'fy7*ne*x-tA/T«i»U, 5 -(7§y^f;v)-6- 
4 V 7f Jl/-2-^ f ;v4-(4-> f ;v 7 x - ^ 3f vi -&8fctt(0.18 g, «95%)£6 

1 H-NMR (DMSO-de) 5 :0.98 (6H, d, J = 6.6 Hz), 2.05-2.30 (1H, m), 2.38 (3H, s), 
2.65 (3H, s), 3.02 (2H. s), 3.83 (2H, d, J = 5.5 Hz), 7.26 (2H, d, J = 8.2 Hz), 

7.32 (2H, d, J = 8.2 Hz), 8.45 (3H, brs). 
5-(75/>f;V)-6-'f V 7*^ ^-4- (4-^f ^7x-)l/)-3f ^7 
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1 ) 5- 1 [(tert-y h *V * 7 5 J ] ^ f-*} -6->f V 7*^;V-2-^ f-;v-4-(4-^ ^ 
H/7x-;l')-3fV®l(0.n g, 0.27 mmol)fc, 1-t K n * ->-lH-"< > V h 'J 7 V-iUT 
V^- -7 Ait (0.10 g, 0.65 mmol), l-xf^-3(3-V * * ^ ^ fef;V) * /l/#y-f 

5 KMK0.13 g, 0.65 mmol), & £ tffl,H-f> *-***A 7 5 K(10 mL) * & * iR-fr 
<ft*M-?2.5Bro«#Lfco B£JES**ft»if->KlOO mQfcO.lM < x.^7RW(50 mL 

a9»*'>';*W5A^n?h |[5-(7^*^*'-^)-2- 
>f y7f;V-6-> ^;v_4- (4-> fJl/7i^V) If 'J v>-3--f M >Mtert- 

y-f-;v(0.090 g, W82%)& 6 Uf/;. 

1 H4MR (CDCh) $ 10.97 (6H, d, J = 6.6 Hz), 1.39 (9H, s), 2.10-2.30 (1H. m), 2. 
39 (3H, s), 2.61 (3H, s), 2.78 (2H, d, J = 7.4 Hz), 4.14 (2H, d, J = 4.7 Hz), 4. 
15-4.30 (1H, m), 5.22 (1H, brs), 5.41 (1H, brs), 7.11 (2H, d, J - 7.9 Hz), 7.23 
(2H, d, J = 7.9 Hz). . 

2) |[5-(7 5 J i])V^=-)V)-2-^( V^f-^-6-^^;V-4-(4-P« f^7x-JV) fc: 'J i>>-3- 
<T;i/];*7-;V| #;W^ ^tert-T^V (0.065 g, 0.16 mmol) #><b, *JfiW 2 - 3 ) H 

J: «9> 5-(7^^f^)-M V ;i.-2-^ f ;v-4-(4-> f ;v 7 x ^;v) - n 
f>7 5 K Zl^m^(0.050 g, UmS2%)* Steffi* t LmtZo 

l H-WR (DMSO-de) $ I 0.98 (6H, d, J = 6.6 Hz), 2.05-2.30 (1H, m), 2.37 (3H, s), 
2.66 (3H, s), 3.02 (2H, s), 3.82 (2H, d. J = 4.9 Hz), 7.20-7.35 (4H, m), 7.54 (l 
H, brs), 7.84 (1H, brs), 8.32 (3H, brs). 

[0 0 7 3] v , , 

mmm 4 N- |[5-(7 5 J * ^;v)-6->r v -f^fr-i-* ^;v-4-(4-^ f;v7 ^~;v) t? y y 

>_3_^;V]5!;;VjK^;i/|-yS-T9->7 5 K 

1 ) 5- IC(tert-y h^/»*#-A')75y]y *M -6-4 V ^;V-4-(4-^ 
;V7x^;V)-3f>t(0.12 g, 0.29 mmol)i:, /?-77->7 5 KttLBKft (0.055 g, 0.4 
4 mmol), 1-fc Kn^f'>-lH-^>Vh 'J 7^-^(0.059 g, 0.44 mmol), l-if;V-3(3-^ 
^W^y^o^)*^'^? (0.084 g, 0.44 mmol), >Vxf^75V( 

0.061 mL, 0.44 mmol), iilffl,N-^f ^*^7 5 K(5 mL)^<b 
14R#lfiJ«#L/So R«tftSxf ;v-f > 7 1 Kn 7 7 V (1:1, lOOmQfcO.lM < 

m*'% ; £Lfco »^'>V*^*7A7n-7b^77^-t*ilU, N-|[5-|[(ter 
t _y b + * ;v*'^;v) 7 5 J ] ^ M -6-4 V **-4-(4-* f;V7x - ;v) fcf 
i;^^_3_^;V]*;VjJ?-^}-/8-77->7^ K (0.075 g, «54%) * 6fel&*£ LT# 

^-NMR (CDCh) 5 10.97 (6H, d, J = 6.8 Hz), 1.38 (9H, s), 1.98 (2H, t, J = 6.0 
Hz), 2.10-2.25 (1H, m), 2.38 (3H, s), 2.55 (3H, s), 2.76 (2H, d, J = 7.2 Hz), 3 
36 (2H, q, J = 6.0 Hz), 4.11 (2H. d, J = 5.5 Hz), 4.23 (1H, brs), 5.23 (1H, brs) 
, 5.38 (1H, brs), 6.22 (1H, t, J = 5.5 Hz), 7.09 (2H. d, J = 8.1 Hz), 7.19 (2H, 
d, J = 8.1 Hz). , . 

2 ) N- 1 [5- 1 [ (tert-7* h * f * * *)7^]^f ^ *-2-* f" >V-4- (4- 

*7-)V7^-)V) tf'J v>>-3-4 ;l/]5&;v^-;H-y9-79->'7^ K(0.050 g, 0.10 mmol) 
^•b, HJS«2-3) traWma^ N-][5-(7$^f^)-6^y7fJV-2^f 
;V_4_(4_p{^;V7xX.;i/)tfiJ v?>-3-4 ;v] # jv} - £ -7 7 - > 7 ^ K _m^^(0. 

048 g, 99%)*afe»*fc LT#£ 0 

X H-NMR (DMSO-de) 5 :0.97 (6H, d, J = 6.6 Hz), 1.98 (2H, t, J = 6.7 Hz), 2.10-2. 
25 (1H, m), 2.37 (3H, s), 2.57 (3H, s), 2.96 (2H, brs), 3.09 (2H, q, J = 6.7 Hz) 
, 3.82 (2H, d. J = 5.3 Hz), 6.82 (1H, brs), 7.21 (2H, d, J = 8.0 Hz), 7.27 (2H, 
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d, J = 8.0 Hz), 7.28 (1H, brs), 8.24 (3H, brs), 8.36 (1H, brs). 

nim 5 [5-(7 ^ J * f-A/)-6--f V^f-;V-2-> f-;l/-4-(4-^ W7i-)V) tT'J v >--3 

1 ) 5- |[(tert-r h * 7 $ y -6->f V -7*^-2-^ f-;i>-4-(4-> f- 

;V7^^.;V)^=r^>i?y ^;v(3.4 g, 7.9 nunol) O h M> (80 mL)!8i5**-78t:K^^l 

U 0. 9511*3541: V/f" ;VT;V5-^A b;V^>i#f£(33 mL, 32 nimol) *155HBI*»l7 
TflTFLfco k^&£-78t^l.5B#TO#L*:^ 0TCfc#ffiLt\ 3£K303-ra«#Lfc 
o RlSifcK^^-Ml mL)£«]U ffiMi- b V «7 -M07K*P%(10.2 g, 32 mmol)£in 

m.T&x-mmmwLtz 0 7pmmt:z>MLx&i*. %«t«r«EET«isLfco nmmz's 

6_> ^;v_4_(4-> f;l/7x-;^e'J v V-3-^f #;W^ ^Bfttert-:/-?->Kl.9 

g, JR3*S60%) i: Ltftfe, 

X H-NMR (CDCh) 5 10.97 (6H, d, J = 6.6 Hz). 1.32 (9H, s), 2.13-2.25 (1H, m), 2. 

42 (3H, s), 2.68 (3H, s), 2.75 (2H, d, J = 7.4 Hz), 4.05 (2H, d, J = 4.7 Hz), 4. 
19 (1H, brs). 4.36 (2H. d. J = 5.7 Hz), 7.05 (2H, d. J = 7.9 Hz). 7.24-7.26 (2H. 

2 ) |[5-(t Kn4rv^f;V) -2-4 V (4->f;V7x- >V) U v >-3- 

#;w~U ^tert-T'T-MO.SO g, 1.3 mmol) b 'J if^7 ^ > (0. 35 m 
L, 2.5mmolK £ i tff b *7 fc Kn 7 7 V (10 mL)^ Omi^ L, 

i^-fl/^n'J K(0.22 g, 1.9 mmoDMTLTflDX-fCo RiSifcfcl&ftfiW^fc*^ 

Lfc„ 3SMS»*^> ^;V^;V*^r~> K(5 mDKJWKU ->7 S"ft* 'J * ^ (0.41 g, 6.3 m 
mol)*inx.T, 60 < CT30$3-W«#l,;fco afofcLKM^^fcin*.. acfcitflMn**!*. 

4->^;V7^-;W) tfV W*3-M #;W^ >Bfttert-yf-^(0.36 g, JR*S72%) 

^-NMR (CDCh) 8 10.97 (6H, d, J = 6.8 Hz), 1.38 (9H. s), 2.16-2.25 (1H. m), 2. 

43 (3H, s). 2.66 (3H. s), 2.77 (2H, d. J = 7.2 Hz). 3.31 (2H. s). 4.07 (2H. d. J 
= 4.7 Hz), 7.04 (2H. d. J = 8.0 Hz), 7.31 (2H. d, J = 8.0 Hz). 

3 ) {[5-(*> 7 J * * fr)-2-4 V -ff-fr-G-* ^;V-4-(4-p« f^7z^) t? y >-3--f ^ 
];* U)Vrt% >Bttert-^A'(0.11 g, 0.27 mmol) t" b U 7^*nftai(5 mDtJnix 

»&*>y »m?A^nvh^57^--e*»u, [5-(7^^f^)-Mv7*f;v 

-2-^ f- ;l/-4-(4-> f;V7x-;i/) tf y v >-3--f ;v]7-feb->'J^ (0. 084 g. JRsp99%) * 

X H-NMR (CDCh) <5 10.99 (6H, d. J = 6.6 Hz), 2.11-2.22 (1H, m), 2.45 (3H, s), 2. 
66 (3H, s). 2.80 (2H, d. J = 7.2 Hz). 3.47 (2H. s). 3.74 (2H. brs), 7.17 (2H, d. 
J = 7.8 Hz), 7.42 (2H. d, J = 7.8 Hz). 
[0 0 7 4] 

mmm 6 2-[5-(7^^f )V)-e-4 v *-2-* r *-4- (4-^f;v7x- n,) \> y v > 
1) |[5-(V7y >^;v)-2-^ vT'f ;v-6-^ f ;v-4-(4-^f ;v7x-;i/) tf' J ^ ;v 

]^ #;w*5 >&tert--7*-^M0.90 g, 2.2 mmoDO^* ^ -;W(20 mD^f&K. 2M 
fcfc&iti- V y *AtK?#t£(5.5 mL. 11 mmol) =Srtt Lt, 2^FF^i)n^»!E L/c 0 RJiBiftK: 

; v)_2-^f 7 7^^-6-^ ^;w4-(4-> f^7xx/i/) tf y v»>-3-^f #;w*3 > 

mtert-7^;K0.25 g. JR*27%) LT#7t 0 

ttiSE# 2004-3110562 



Sfrm 2004-030491 



I 32/ 



2 ) |[5-(2-7 5 ^)-2-^ y yf-;v_6--* f-;l/_4_(4-> f;V7x-;V) tf U 

v^_3_^;v]^^;v( #;W\*5 >i^tert-^;K0.25 g, 0.59 mmol) h V 7;V*nf^^( 

Lfco SMfW K43R3effiflS**-1.4-^**-9->»ia(4 mL, 16 mmol)£»JU ^JET?# 

vy^;v-2-^f-;v-4-(4-^f-;v7^-;v)tf y y >-3--f ;v]7-fe h 75 K=:&Bfc£(0.l9 
g, J«81%)£fi-fe«i: ttffco 

^-NMR (CD3OD) 5 : 1.09-1.13 (6H, m). 2.09-2.22 (1H, m). 2.46 (3H, s). 2.77-2.80 
(3H, m), 3.00-3.09 (2H, m), 3.51-3.55 (2H, m), 4.08 (2H, brs), 7.15-7.22 (2H, m 
), 7.47 (2H, d, J = 8.1 Hz). 

nnm i [5-(r 5 j * -6-^ v >^ ;v-2-^ ^-4- (4-> f^7x;^) *r u v >-3 

1) |[5-(y7;>f^)-2-^ yy^;w6-^7 c ;v-4-(4-^^;v-7^^;v)tf'j ^^-3-^ ;v 
]^7^;V| #;W*$ ^tert-T^MO.gO g, 2.2 mmol)Ox.^ y -;i/(20 mL)rMK:, 2$. 
^Tfc^ft^ b V "7 AtKW(5.5 mL, 11 mmol) UT, 1. 5 B F^nMifo Lfco 

A7 5 K(5mL)i:ilU £ 7 it* f-M0.65 g, 4.4 mmol) t&m* V 9 A (0.61 g, 4.4 
mnol)fc*Snx^ £ffi-Cll$ffl«#Lfco Rj£ftfcfBfc-*-*-A'*inix., J: tfUtflrtttt 

*W7A^ov^77^-tilLt, [5-I[(tert-7'h^~>7J>'l"K-;V)T5 y] 

>^;i/|_6->f v/f;v-2-^f;v-4-(4-^f;v7 ji^;v) tfu y >-3->f ;v]gfc^ (0. 0 
97 gi Wl0%)^?ft^tlt LT#£o 

J H-NMR (CDCls) .5 :0.97 (6H, d, J = 6.6 Hz), 1.38 (9H, s), 2.13-2.28 (1H, m), 2. 
40 (3H, s), 2.49 (3H, s), 2.75 (2H, d, J = 7.4 Hz), 3.36 (2H, s), 3.61 (3H, s), 
4.04-4.05 (2H, m), 4.27 (1H, brs), 6.98 (2H, d, J = 7.8 Hz), 7.23 (2H, d, J = 7. 
8 Hz). 

2 ) [5- 1 [(tert-y h^'>*;V^JV)7 5^]^ *M -6-^ V 7^;V-2-> ^;V-4-(4-^ f- 
)V 7 \£ D v?y-3-^f;P] f)=^ ^;V(0.097 g, 0.22 mmol) frfc, ^Jfef^B 2 — 3 ) t 
mWi<Dlom~ £ *) , [5-(7 5 ^ ^ f ^-6-^ VT'f >-2-^ f ;V-4-(4-^ f ;V7 x-;V) t° 
i; v?y_3_^;i,]^^ (0.069 g. W76%) £ t Lt#f; 0 

J H-NMR (CD3OD) 5 : 1.09-1.13 (6H, m), 2.12-2.26 (1H, m), 2.47 (3H, s), 2.84 (3H, 
s), 3.12 (2H, d, J = 7.4 Hz), 3.29-3.31 (2H, m), 3.63 (3H, s), 4.08 (2H, s), 7. 
19 (2H, d, J = 7.7 Hz), 7.48 (2H, d, J = 7.7 Hz). 
[0 0 7 5] 

8 (2E)-3-[5-(7 U^W-'f V"7*f-^-2-> -^;V-4-(4-^ f;V7x^;V)t 

1 ) |[5-(nKn^-»f^)-2-^fv ^ ;v-6- ^ ;v-4- (4->f;v7x-jv)K' V v > -3- 
4 ^tert--/f-Ml.95 g, 4.9 mmol)<D-f h 7 ^ KD7 9 >(50 mL) 

-m'fkv>^f>'(4.9 g, 56 mmol)«rtnx.> ^ia-?19B#fiaii#L*:o &J£t£&*>j1 

|[5-*;v ^ ;i/-2-"f v y^;v-6-^ -^;v-4-(4-> f;v7i-^) 'J y >-3--f ;v] 
;w*5 >mtert--7^-Ml.25 g, 1R^65%) L-C#£ 0 

^-NMR (CDCI3) £ 10.98 (6H, d, J = 6.6 Hz). 1.39 (9H, s), 2.21-2.35 (1H, m), 2. 
43 (3H, s). 2.79 (3H, s), 2.82 (2H, d, J = 7.2 Hz), 4.15 (2H, d. J = 4.9 Hz), 4. 
38 (1H, brs), 7.10 (2H, d, J = 8.1 Hz), 7.29 (2H, d, J = 8.1 Hz), 9.71 (1H, s). 

2) ***yft^ 1* V^;v(0.033 g. 1. 5 mmoD^r h 7 1 Ko 7 7 > (10 mDi^t, 
0t:-C7K*<kf- h U >7 A (60X^14, 0.060 g, 1.5 mmol) *fl9jnU 2053^tt# 

|[5-^;i/ 5 ;w2--f y y*^;v-6-^ ^;v-4-(4-p< fii'7x-)i') fc? V ^ >-3--f ;v] > 
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#;W*5 >^tert-^^;V(0.38 g, 0.98 mmol)<7)7- f5Hl f n75V(5 mL)i#i&£ 

watery*- *A3jc»»u :&j:iri^«2k-c»ufc«si*u M***-^* 

u, (2E)-3-[5-|[(tert-^h^r->*;v**-;v)T5y]pi^;v|-6->f v :/*-ju-2-.* 
4-(4-> f;i/7x-;V) tfu y>-3->f ;vj7* U;^^^^ (0.44 g, JR^96%)*fft^t 

X H-NMR (CDCI3) <5 :0.98 (6H, d, J = 6.6 Hz), 1.23 (3H, t, J = 7.2 Hz), 1.39 (9H, 
s), 2.16-2.27 (1H, m), 2.40 (3H. s), 2.64 (3H, s), 2.77 (2H, d, J = 7.4 Hz), 4. 

08-4.17 (4H, m), 4.21 (1H. brs), 5.76 (1H, d, J = 16.4 Hz), 6.95 (2H, d, J = 8.1 
Hz), 7.23 (2H, d, J = 8. 1 Hz), 7.37 (1H, d, J = 16.4 Hz). 

3) (2E)-3-[5-|[(tert-7 h *->*J^-^)75 S~\ * T M-6-4 yf+A'-Z-**-*'-*- 
(4_>^-;V7i-;V)tf V *jy-Z-4 */~\7 9 x ) ;V®?^-^;V(0.12 g, 0.25 mmol) t^M^Mit 
*&-l,4- s J**y-V&1tL(5 mL. 20 mmol) b<Dm&%*> ^i&T?10#Wlg# Ltz 0 fltEE 

Y>^77-f -T»»l/-C, (2E)-3-[5-(T f-^)-6-W V 7*?- ^-2-;* f-;V-4-(4-^ 

f;V7xiJv) tf y -7 ^-3-^f >u] 7 * y J-f-;V (0. 059 g, JR^64%) fc&fco 
l H-NMR (CDCls) S :0.99 (6H, d, J = 6.6 Hz), 1.23 (3H, t, J = 7.2 Hz), 1.30 (2H, 
brs), 2.18-2.33 (1H, m), 2.40 (3H, s), 2.63 (3H, s), 2.79 (2H. d, J = 7. 1 Hz), 
3.60 (2H, s), 4.13 (2H, q, J = 7.2 Hz). 5.76 (1H, d, J = 16.4 Hz), 7.01 (2H, d, 
J = 8.0 Hz), 7.24 (2H, d, J = 8.0 Hz), 7.39 (1H, d, J = 16.4 Hz). 
mMM 9 (2E)-3-[5-(7 ^ J * f-;V)-6-W V yf-;V-2-^ ^;i/-4-(4-p< f^7x-JV) tf 

y v >-3--f ;v] 7 * y — mmm 

1) (2E)-3-[5-|[(tert-y h^r->*;V^-;V)7^ J^t+M-Z-* V-ff-fr-^J**-*-*- 
(4-^f;V7 ji-;V) try v^-S-'f ;V]7* 'J ;V^-^M0.32 g, 0.69 mmoDO-r h7t 
FD75>(10ibL)^^ lSJfeMftte^ h 'J fA^C»«[(3.4 mL, 3. 4 mmol) Sr^SP U 

6ot:t?i2B#p^a^t^o RjEBfK*iajeaaft-c9tttKt, sixf^-eiUiLfc. 

*Lfco a9ft*5"J*^*9A^D7h/77-f--eft»U, (2E)-3-[5-|[(tert- 
y h * v ii ;w-K-;v) 7 5 7 !M -6-4 V /f;V-2-> f-;i/-4-(4-> f^7x-^) tT U 
v>-3-W;V]7^ y >Hft(0.28 g, W93«)*afe@#tLT#^ 0 

J H-NMR (CDCls) * 10.96 (6H, d, J = 6.4 Hz), 1.39 (9H, s), 2.10-2.20 (1H, m), 2. 
39 (3H, s), 2.64 (3H, s), 2.79 (2H, d, J = 7.2 Hz), 4.00-4.20 (2H, m), 4.34 (1H, 

brs), 5.76 (1H, d. J = 16.4 Hz), 6.97 (2H. d, J = 7.5 Hz). 7.22 (2H, d, J = 7.5 

Hz), 7.41 (1H, d, J = 16.4 Hz). 

2 ) (2E) -3- [5- 1 [ (tert- ^h*3'**#-*')75y]^f^|-6-'fy^f ^-2- * * *-4- 
(4_^f-;i/7^-;v)tfy v , V-3-^^]7^y;V^(0.093 g, 0.21 mmol) frb^ $kMM 2 - 

3) <9, (2E)-3-[5-(75 >> ^;V)-6->f 7 7f ;i/-2-^f ^-4-(4->f 
;V7x-;i/)t°'J-7>-3-'f;V]7^ , J^ ~^m^(0.077 g, Jfc2fS90X) SrSfe^i: LT 

1 H-NMR (CD3OD) 5 I 1.10 (6H, d, J = 6.6 Hz), 2.12-2.27 (1H, m), 2.46 (3H. brs), 
2.84 (3H, s), 3.05 (2H, d, J = 7.5 Hz), 4.13 (2H, s), 5.98 (1H, d, J = 16.3 Hz), 
7.20 (2H, d, J = 8.0 Hz), 7.25 (1H, d. J = 16.3 Hz), 7.46 (2H. d, J = 8.0 Hz). 
[0 0 7 6] 

HifcflJl 0 (2E)-3-[5-(7^ ^>f-;v)-6--f V7'f ;v-2-^ f ;M-(4-> f ;V7 x-;w) 
M y V V-3-4 7 * y )V7 5 K 

1 ) (2E)-3-[5-|[(tert-7* h * )V#-)V) 7 % J ] * -^;V}-6-4 V7f 
(4_>f-;i/-7i-^)kTy v>-3--f ;^]7^ y ;V^(0.19 g, 0.43 mmol) ri^b, ^ifctffl 3 - 
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1) bmm<OlS&KZt), {[5-[(lE)-3-T5y-3-^^V7 p nyN"-i-i>-l-^;V]-2-^ V 
MO. 19 g, JRs|E99%) fcfcfco 

J H-NMR (CDsOD) a : 0.97 (6H, d, J = 6.6 Hz), 1.39 (9H, s), 2.09-2.20 (1H, m), 2. 
37 (3H, s), 2.59 (3H, s), 2.74 (2H, d, J = 7.2 Hz), 3.99 (2H. s), 4.34 (1H, brs) 
. 6.00 (1H, d, J = 16.2 Hz). 7.06 (2H, d, J = 8.1 Hz), 7.22-7.28 (3H, m). 
2 ) I [5- [ (IE) -3- 7 S J -3- * * V -f n jl > -1- 4 ;V] -2- << V y ^ /I/-6- > ^ ^-4- (4- 
jl-;v) tfU i^V-S-'f At]***] */l"<5 >&tert--/?-M0.083 g, 0.19 mmol 
)ri*<b> H»J2-3) tmnoX&KZ*). (2E)-3-[5-(75^f^)-6--fvyf;V-2 
f - ;u_4_ (4->f;V7x- ;V) tf U S> >-3- ^l/]7^';^75 K (0. 078 g, JR 

*99%) fcWfco . 
J H-NMR (CD3OD) ^ : 1.11 (6H, d, J = 6.6 Hz), 2.13-2.22 (1H, m). 2.45 (3H, s), 2. 
87 (3H, s), 3.10 (2H, d, J = 7.5 Hz). 4.15 (2H, s), 6.12 (1H. d, J = 16.2 Hz). 7 
.11 (1H, d, J = 16.2 Hz), 7.23 (2H. d. J = 7.9 Hz). 7.45 (2H. d. J = 7.9 Hz). 

mmmi 1 5-(r ? ^ ^ f ^)-6-^ v ^-2-^ f ^-4-7 1 - - 3 f f ^ 

1) 5->f;V-3-t^fVA^tVihV;V(5.0 g, 40 mmol) i:, ^>X7WK (4.2 g 
40 mmol). 3-7 5 J ?u Y ^gft>f-^/(4.6 g, 40 mmol) t frb, MMW 1 ~ 2 ) Htt 

O^ftfcJ: !K 5- 7 ; V ^f^^-^ f M-7 x - 4-y k Knt*'J^>-3- 
#;i/*K>aMf-Ml0.7 g, JRsp86%)Sre < fe»*fcL-C#feo 

J H-NMR (CDCh) 5 :0.93 (3H, d, J « 6.6 Hz), 0.99 (3H, d, J = 6.6 Hz), 1.82-1.97 
(1H, m), 2.18-2.34 (2H, m), 2.38 (3H, s), 3.57 (3H, s), 4.61 (1H, s), 5.69 (1H, 
brs), 7.18-7.32 (5H. m). 

2 ) 5-vT^-6-^ yyf*-2->f^-4-7xsM,4-*;n Kubfy S>>-3-* 
^Ml0.7g, 34mmol)^?>, **«l-3) tRt^^i^ 5-'>7/-6-^f V7 
f;v-2->f;M-7x-;v-3f>i^f;K8.4 g, W80%) fcefeft**: Lt#/:, 
X H-NMR (CDCh) 8 I 1.01 (6H, d, J = 6.8 Hz), 2.21-2.35 (1H, m), 2.64 (3H, s), 2. 
96 (2H, d. J = 7.2 Hz), 3.57 (3H, s). 7.33-7.39 (2H, m), 7.44-7.50 (3H, m). 

3) 5--> 7 y -6--f V 7*f-^-2-^ f;M-7 1 - - 3 f f ^ (8. 4 g, 27 mmol) 

p>> *iWi-4) fcB*o*ttHJ:0, 5-(75^f;v)-6-^y7f;v-2-^f;v-4- 
7 a. n-?-y^f-;v(0.21 g, ^2.5«)te«J:Lt#/;o 
1 H-NMR (CDCh) 8 : 1.02 (6H, d, J - 6.6 Hz). 2.17-2.33 (1H. m), 2.54 (3H, s), 2. 
81 (2H. d, J = 7.4 Hz), 3.46 (3H, s), 3.65 (2H, s), 7.20-7.25 (2H. m). 7.38-7.46 
(3H, m). 

[0 0 7 7] „ 

mmmi 2 5-(7 $ ^ ^ f ;v)-6-^ y7*f ;v-4-(4-^ f ;>7 x-;v)-2-7*n ii;v-3f 

1) 3-t^7A^t>i^f;K7.2g, 50 mmol) WfMT * A (19.3 g, 250 mmo 

1) . MK3.0 g. 50 mmol) > £ J: V 1 Y )V «x> (500 mL) t h & fciR-frW SrDean-Stark b 9 

5_pi f ;v_3. t y t V - f 'J ;V (5. 0 g, 40 mmol) p-h^ftK (4. 8 g, 
40mmol)> J3 «fc tf«rSBLfe3-7 5 >> A#t-2-xVi> *-*©*fr&ilM*» fc * mMM 

1-2) fcWW»0*tt»=J: •?> 5-'>7 y -6-^ 7 7f ;M-(4-^ f ;V7 x -;V)-2-7"n tf 
;V-l,4-yn Kneu^V-3-*;v**V®?^f-^(11.8 g, JR$S84%) fctottWi: Ltfto 
^-NMR (CDCh) 8 : 0.93-1.05 (6H, m). 1.26 (3H, q, J = 7.2 Hz), 1.59-1.69 (2H, m 
), 1.83-1.96 (1H. m). 2.23-2.47 (2H, m). 2.30 (3H, s), 2.69-2.74 (2H. m). 3.57 ( 
3H. s). 4.58 (1H, s), 5.65 (1H. brs), 7.09 (2H, d, J = 8.1 Hz), 7.13 (2H, d, J = 

8.1 Hz). 

2) 5-->7y-6-^f v 7f ;V-4-(4-> f JV7 x - ^)-2-7"n e;M, 4--y t Kn fcf'J Z?>-3 
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-*;V>K>iMf-;Kll.8 g, 33 mmol) Hlfc« 1 - 3 ) i: M^^fet" i U - 5-v 

7y-6-^V^fJM-(4-^f;>7x^;V)-2-^nt'^-3f>f^f-;v(9.4 g, JR*80X 

)*flM*i»i: Lt#/; 0 

X H-NMR (CDCh) 5 : 0.98 (3H, t, J = 7.4 Hz), 1.01 (6H, d, J = 6.6 Hz), 1.73-1.85 
(2H, m), 2.22-2.35 (1H, m), 2.41 (3H, s), 2.78 (2H, m), 2.96 (2H, d, J = 7.4 Hz 
), 3.58 (3H, s), 7.23-7.32 (4H, m). 

3) 5-y 7 y V ;M-(4-^ f ;v 7 x - JV)-2-yn - 3f f ;V (0. 88 g 
, 2.6 mmol) **<b, *tt« 1 - 4 ) fcffM*©#ifcfcJ:^ 5-(7$^f^)-6-'f V7*f;v 
_4_(4.^ f ;V7 1 - ;l/)-2-7'n If - 3 f f ;v(0. 78 g, W&8M)*ttrtmtLX 

! H-NMR (CDCh) 8 10.94-0.99 (9H, m), 1.70-1.83 (2H, m), 2.18-2.31 (1H, m), 2.39 
(3H, s), 2.69-2.74 (2H, m), 2.81 (2H, d, J = 7.2 Hz), 3.48 (3H, s), 3.65 (ZH, s 
), 7.12 (2H, d, J = 8.1 Hz), 7.21 (2H, d, J = 8. 1 Hz). 

mnmi 3 [5-(7^^f;V)-6-^ V T'f^-^ f ;V-4-(4-^ f ;V7 x -^/) If U V> 

1 ) [5- { [ (tert-7' h * -> Jj )V sK- ;V) 7 5 J ] ;* M -6-4 V "7*^^-2-^ ^ ;V-4-(4-> -f- 
jV7i-^) tfij i;>-3-^^]f^®?> f-;v(0.25 g, 0.56 mmol) Ox h5tKn77>(15 
mL)»«EC ^^y-;V(10 mL) fc8&5&fcSMfc-*- h V -7A*»iR(3.0 mL. 24 mmol) £ M 

»t5"JW*?A^n-rb/?7'f- ti»LT, [5- { [(tert-^ h * *> * * 

7 * y !M f-;W -6--f v r^;v-2-^ f-;w-4- (4-^ f-^ 7 * - ;v) tr u vy-z-4 >^]MK(o. 

16 g, JR^E65%) * a fe»5j£ LT#/c 0 

2 ) [5- i[(tert-y h * )Vtf=.)V) 7^]^^l -6->f V ~f*fr-2-* ?-;V-4-(4-* f- 
;V 7 i-;V) try y>-3-^f ^]»Bft(0.16 g, 0.36 mmol MMM 2 - 3) fcratfcO^ 
ftfcJ: *K [5-(75 7^fJV)-6-'f 77*^^-2^ ^-;i/-4-(4-^ ^7i-^) tf V i^-3 
->f;i/]f^m — «M(0.15 g, JR*99X)*fi-fe»3fcfc 

'H-NMR (CDsOD) 5 : 1.10 (6H, d, J = 6.4 Hz), 2.09-2.25 (1H, m), 2.48 (3H, s), 2. 
84 (3H, s), 3.10 (2H, d, J = 7.4 Hz), 3.60 (2H, s), 4.09 (2H, s), 7.20 (2H, d, J 
= 7.9 Hz), 7.49 (2H, d, J = 7.9 Hz). 
[0 0 7 8] 

mmmi 4 &-(7 5 > f ^J-e-'f V 7*f *-2-(2-> >*~>-2-**V^;V)-4-(4-^ 
f;V7x-fl/)-3f vgl^f^ 

1) M12-1) tra»o*S^J:*). l,3-7^h7y*>*'7St^f;v(7.0g, 
40 mmol)rt i <b3-7 3 J 9 -2-z->~Wt¥ * ■f-fl'fcWfco 

#fc*Lrt:3-7$ ;/^>;?-2-x7Z^y^fJK 33 J; tF5-^ f ;V-3-t^7A^t7- b 
U ;v(5.0 g, 40 mmolK v-Y )1>T fry**- K (4.8 g, 40 mmol)*:**^ 5-'>77-M Vf 
^;V_2-(2-^ h ^ y-2- 1 ^f7xf ;V)-4-(4-^ f ;v 7 x - ;V)-1, 4-v k Knf'J y>-3- 
(H.5 g, W¥75%)% %&Mtt%9t Lxntio 

'H-NMR (CDCh) 5 10.94 (3H, d, J = 6.6 Hz), 0.98 (3H, d, J = 6.6 Hz), 1.85-2.00 
(1H. m), 2.20-2.40 (2H, m), 2.31 (3H, s), 3.58 (3H, s), 3.77 (3H, s), 3.85-4.10 
(2H, m), 4.59 (1H, s), 7.01 (1H, brs), 7.10 (2H, d, J = 8.1 Hz), 7.16 (2H, d, J 
= 8. 1 Hz) . 

2) 5-v77-6-'f77 , f;W2-(2-^ h * v-2-** V-x^;V)-4-(4-> f;V7 i-;V)-l,4 
->>H Kn try =jy-Z-jj /I/jK^BM f-;V(11.5 g, 30 mmol);^<c>. ^^^1-3) tRt 

5--777-6-^7^fM-(2-^ h *->-2-** 7if ^)-4-(4-^ f^7 

^-NMR (CDCh) 5 : 1.01 (6H, d. J = 6.6 Hz), 2.20-2.35 (1H. m), 2.41 (3H, s), 2. 
97 (2H, d. J = 7.2 Hz), 3.54 (3H, s), 3.71 (3H, s). 4.04 (2H, s), 7.20-7.30 (4H, 
m). 

ffifE# 2004-3110562 



#M 2004-030491 



^-y I 36/ 



3) 5_y7y-6-f v^;i/-2-(2-> iV)-4-(4->f ^7x-;v)-3 

f>i^f;V(3.2g, 8.4 mmol) Hi&#!l 1 - 4 ) i: lU^^t" £ <9 . 5-(TSy* 
f;v)-6->fV/f ;V-2- (2-^h*v'-2-**Vif)l/)-4-(4-^f)l'7i-)l')-3f>R 
^f^/(2.5g, JR8p77%)*8&JtfefS*K»i: UT#fc. 

1 H-NMR (CDCh) 5 10.98 (6H, d, J = 6.8 Hz), 1.39 (2H, brs), 2.15-2.35 (1H, m), 
2.39 (3H, s), 2.82 (2H. d, J = 7.4 Hz), 3.45 (3H, s), 3.67 (2H, s), 3.70 (3H, s) 
, 3.94 (2H, s), 7.05-7.25 (4H, m). 

mmmi 5 5-(7 ? / > f ;v)-4-(2,6-y 7^t d 7x-;W-6-^ v/f^-^f ;v- 

1) s-^-^V-S-rt^rV^-ir^- h U M15.0 g, 120 mmol) 2,6-^7>U*n^>X 
T^ftK (17.0 g, 120 mmol K £ X t>'3-T 5 J ? o b ^Ml3.8 g, 120 mmol) 

#li&m-2) 5->7A4-(2,6--77;Vtn7x-^)-6- 
^7 7fJW2-^f;M,4-^t Fnlfuy^-S-^^^^m^^^CU.S g, 4X^36%) 

1 H-NMR (CDCh) S 10.95-1.05 (6H, m), 1.80-2.05 (1H, m), 2.10-2.45 (2H, m), 2.31 
(3H. s). 3.56 (3H, s), 5.21 (1H, s), 5.87 (1H, brs), 6.75-6.90 (2H, m), 7.05-7. 
25 (1H, m). 

2) 5-^7^-4-(2,6-'77;vta7i-il/)-6->f V 7*J-)ls-2-* ^-1,4- v> t: Knt'J S> 
>_3-^;i/^>m^^^(l4.8 g, 43 mmol)^«b> I1M1-3) t IWI^^fe^ J: *9 . 5- 
»>7; -4- (2, 6-v7Ho7x- ;V) -6--f V )V-2-* f JKH.7 g, 
l»80%) SrltfeffiA t U#f; 0 

^-NMR (CDCh) 5 : 1.15 (6H, d, J = 6.6 Hz), 2.15-2.40 (1H, m). 2.72 (3H, s), 2. 
97 (2H, d, J = 7.0 Hz), 3.65 (3H, s), 6.95-7.10 (2H, m), 7.35-7.55 (1H, m). 

3) 5-y7/-4-(2,6-y7;vtn7x-^)-6-'f v/^;v-2-^ ^}V-a^-ym^ f-Mll 
.7g, 34mmol)^> #dfe#!ll-4) tmrnvUm-Zt). 5-(7$^f^)-4-(2,6-y 
7;vtn7x-;v)-6^V7*f;w2->fJV-3f^fJK9.8 g, 1DUP83%) SriifclTfe 

^-NMR (CDCh) £ 10.99 (6H, d, J = 6.6 Hz), 1.51 (2H, brs), 2.15-2.35 (1H, m), 
2.60 (3H, s). 2.83 (2H, d, J = 7. 5 Hz), 3.56 (3H, s), 3.62 (2H, s), 6.95-7.05 (2 
H, m), 7.35-7.50 (1H, m). 
14*48-49 V 
[0 0 7 9] 

miMMl 6 5-(7U^^)-4-(4-7KD7x-A')-6-'fV7f^-2-^fA'-3f 

1) 5-^f;V-3-t^rV^^tV - h ';;W15.0 g, 120 mmol) 4-7;vtn^>X7^ 
fkK (14.9 g, 120 mmol). *5 «t 1>*3-T 5 J ? n h >BM ^;V(13. 8 g, 120 mmol) tfr 
nMWl-2) tmm^m^X <9> 5-y7y-4-(4-7^tn7x-;v)-M77*f 
;l/-2-^;wi,4->>t: Kn tf'J y v-3-*JV^>m^ ^^(27.4 g, JRW%)£f*fe?fi#t^ 

2 ) 5-y7A4-(4-7;Vtn 7 -;P)-6--f V y^^-2-^ f^-l, 4-S? H K n tf V 5? >-3 
-*;i/5i?>m^^^(27 g, 82 mmol) HIil-3) t^fO^Ki^ 5-vT/ 
-4-(4-7;Hn7x-;V)-6-'fV7 , f^-2-^f^-3f v^f^(24.0 g, i«61%) £ 

1 H-NMR (CDCh) 8 \ 1.01 (6H, d, J = 6.6 Hz), 2.15-2.40 (1H, m), 2.64 (3H, s), 2. 
96 (2H, d, J = 7.2 Hz), 3.61 (3H, s), 7.10-7.40 (4H, m). 

3 ) 5 _v T y_4_(4_-7;i,^D7^-^)-6->f V^f-;V-2->^;V~n^>^^^;Kl3.0 g 
, 40mmol)^, %Mm 1 - 4 ) t IWO^&K > 5-(75^f*)-4-(4-7fl/*n 

7^-;v)-6--f vr*-;u-2-* = *>Kii-2 g, JRTO%)*»atfeBM*i: L 

1 H-NMR (CDCh) 5 10.98 (6H, d, J = 6.6 Hz), 1.26 (2H, brs), 2.15-2.35 (1H. m), 
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2.54 (3H, s), 2.81 (2H. d, J = 7.2 Hz), 3.51 (3H, s). 3.65 (2H, s), 7.00-7.30 (4 

H, m). 

14^55-57X^ 

MMffll 7 5-(T^^f^)-6-'fV7'f;i'-4-(4->f;V7x^;i/)-2-ynii';i/i3f 

1) 5 f(7 5 yyf- ;l/)-6-4 V ;v-4-(4-> f x - ;l/)-2-^ n f^ - n f f 
M0.78g. 2.2 mmol)^<b. H« 2 - 1 ) H * «K 5- l[(tert-7 v # 
;v sj? - ;w) r = y ] y f - ;V | -6- W V 7 f- ^-4- (4- y ^ ;V 7 x - ) -2- 7 n kf ;l/ - 3 ^ > & y 
^;l/(0.71 g, JR2£71%)*a-fe@#fc LTffco 

J H-NMR (CDCb) 5 10.94-0.99 (9H, m), 1.39 (9H, s), 1.70-1.83 (2H, m), 2.16-2.27 
(1H, m), 2.38 (3H, s), 2.70-2.75 (2H, m), 2.79 (2H, d, J = 7.2 Hz), 3.48 (3H, s 

), 4.14 (2H, d, J = 4.9 Hz), 4.24 (1H, brs), 7.06 (2H, d, J = 7.9 Hz), 7.20 (2H, 
d, J = 7. 9 Hz). 

2 ) 5- 1 [ (tert-7 > * 7 5y ] ^ f ;H -6-^ v jv-4-(4-^ f ;v 7 x - ;v 
)-2-7 , nfjV-3f >t>f ;V(0.71 g, 1.6 mmol)^«b. HifetfH 2 - 2) 

i «K 5- i [(tert-7 h * * T 3 y ]y *-;M-6->f V7^V-4-(4-y f^7x- 

;v)-2-7nif;i/-n^>^(0.59 g, JR*86»)*»^o 

^-NMR (CDCh) 5 '.0.94-1.05 (9H, m), 1.39 (9H, s), 1.72-1.84 (2H, m), 2.12-2.22 
(1H, m), 2.38 (3H, s), 2.81-2.92 (4H, m), 4.40-4.09 (2H, m), 7.20 (2H, d, J = 8 
.3 Hz), 7.26 (2H, d, J = 8.3 Hz). 

3) 5-1 [ (tert-7 b*V*^#^)75>']>f-A'l-My^f ^-4- (4-^f^7x-)P 
)_2-7n fcf^-n^-^tO.Sg g, 1.3 mmoD^'b* Hififfii2 - 3) t ITOO^^K J: *K 
5_(7^>f;V)-6-/f y^^-;v_4-(4-y f ^7x-JV)-2-7*n tf;V^ 3?- Zl^^ 
(0.50 g, W9090£6-fe^7f=:i Lt#/; 0 

X H-NMR (CD3OD) 5 11.04-1.13 (9H, m), 1.76-1.91 (2H, m), 2.13-2.25 (1H, m), 2.44 
(3H, s), 3.01-3.18 (4H, m), 4.20 (2H, brs), 7.28-7.36 (2H, m), 7.43 (2H, d, J = 
7.9 Hz). 
[0 0 8 0] 

mmui 8 5-(75 y y^;v)-6--f v7fJV-2-^ f;M-7x-;^3fyf -J&mm 

1) 5.(75 y y ^;v)_6-^f v7f-;V-2-y f ;v-4-7x-;i/-3f ^(8.5 g, 27 
mmoD^e, *»J2-1) tmm<DmkK£<). 5-|[(tert-7 h ^r">*;V^»7 3 J 
] > f jv| -6-^ v 7*f ^-2-^ f ^-4-7 x - - 3 f f ;v (9.4 g, W83%)£6-fe 

^-NMR (CDCh) S 10.98 (6H, d, J = 6.6 Hz), 1.39 (9H, s), 2.15-2.20 (1H, m), 2. 
55 (3H, s), 2.79 (2H, d. J = 7.2 Hz), 3.46 (3H, s), 4.14 (2H, d, J = 4.9 Hz), 4. 
24 (1H, brs), 7.14-7.21 (2H, m), 7.37-7.44 (3H, m). 

2) 5-1 [ (tert- 7 h * v * )V **~;v) 7 3 y ] y f - M -6-4 V 7 ;v-2- y f - ;V-4- 7 ^ - ;v 
-nf->^f;i/(l.0g, 2.4 mmol)^^>> Hifefll 2 - 2 ) i: IW<7>;£}£K <£ *) > 5-|[(te 
rt-7* h ^ * ;Wf 7 5 > ] ^ f ^1 7 7*f f ^-4- 7x-;V-3f^( 
0.39 g, JDmoSOSrSfeHfl^ LT#£ 0 

3) 5-1 [ (tert-7 h * ~> * ^ # - t 3 y ] y f - ;W -6- -i v 7f - ;v-2- y ^ ;v-4- 7i-^ 

-nf->^(0.39 g, 0.98 mmoD^'b, #life#) 2 - 3 ) i: IWtf&OTJ&K J: 19 , 5-(73 yy 
f jv) 7 yf ;>-2-^ f ;V-4-7 x - 3 f ~m^(0.25 g, W86%)£6-fe 

J H-NMR (CD3OD) 5 : 1.04-1.15 (6H, m), 2.12-2.28 (1H, m), 2.78-2.89 (3H, m), 3.01 
-3.14 (2H, m), 4.13-4.20 (2H. m). 7.38-7.47 (2H. m), 7.56-7.63 (3H, m). 
mmmi 9 5-[(y^f*7^)^f^]-6-'f7yf^-2-^f;M-(4-^f;v7x-;v 

)^n^>iiy 

5.(7;; ^ ; v)-6--f v7f-;v-2-y f-;v-4-(4-y f;V7x-^)-3f>i> -^MO.50 
g, 1.6 mmol)£:> r»(5 mL)> # itf^WJ >(5 mU^k 100*0 T'12I$F5 
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^-NMR (CDCh) 8 10.98 (6H, d, J = 6.8 Hz), 1.97 (6H, s), 2.14-2.28 (1H, m). 2. 
39 (3H, s), 2.53 (3H. s), 2.89 (2H, d, J = 7.4 Hz), 3.23 (2H, s), 3! 48 (3H, s), 
7. 04 (2H, d, J = 8. 0 Hz) , 7. 17 (2H, d, J = 8. 0 Hz) . 
[0 0 8 1] 

^mM2 0 5-(7 $ ; ^ f ;V)-2-^ f ;V-6-(2-> f iV'/o fj^-^^'-ffJ y >]-3- 

1) 5-^^^-3-^-^rV^^r-9->- h U ;V(15.0 g, 120 mmol) t> ^fV-3f VTJVft 
K (12.8 g, 120 mmol), *5 J: 0*3-7 5 J * n h f-;V(13.8 g,. 120 mmol) tfrb, 

mmmi-2) tmmLofi&K.**). 5-^7^-6-^ v/f ^-2->f-^-i,4->?t Kn-4, 

4*-Vffc?V v>-3-*;v**>'m^f-^(26.4 g, JCT71X)*itfef4*K*i: LT#/c 0 

2) 5-^7^-6-^ vyf;i/-2-^f;M,4-yt Kn-4,4'-trif U i> >-3-# "f- 
;V(20 g, 64 mmol)<0 7-fe h >(150 aL)»«H^ WSE— T A-fe 'J «?A(45 g, 82 m 
mol)*8&inU ig^lMIIL^. RJ&ifc£0 , Cfc}$-*p L, 1 2»5fefcBMfc 

^7^77^f- "C»« U, 5-~> 7 V -6--f V Tl-fr-l-* ^;W4, 4' - tr tf V 5> >-3- 
7j;v**>®M^Ml0.2 g, W.?¥5l%)*M&ttiftmt LT#fc, 

3) 5_v7y_6--f y??-fl,-2-* f-;V-4,4'-lf tf'J v>-3-*;V**>m^ f"^(15.0 g, 48 
mmoD^ib, HJ60I1-4) £ «£ *) , 5-(75 7 >f ;V)-2-^f ;M-(2-^ 

^V/ntf^-^'-tftf U y>]-3-* ^(lO. 9 g, W72%) *^5»'fe@'ft 

J H-NMR (CDCh) * :0.99 (6H, d, J = 6.6 Hz), 1.33 (2H, brs), 2.15-2.40 (1H, m), 
2.57 (3H, s), 2.82 (2H, d, J = 7.2 Hz), 3.49 (3H, s), 3.61 (2H, s), 7.15-7.25 (2 
H, m), 8.65-8.70 (2H, m) . 
HL&63-65T; 
[0 0 8 2] 

#H&$}2 l 5-(7 ? / > f ;v)-2-> f ;m-(4-^ f ;i/7 xi;v)-64 t'Of ^- 

1) 3,3-y^^;vy^>Sfe>f-^(86.0 g, 0.66 mol)* 6, HJfiW 1 - 1 ) £m&LWfi& 
fcilj, 5,5-V^^-^-3-^^V^^>=- h U;v(92.0g, J« 99*)*^%i: Lt#fc 

o 

^-NMR (CDCh) S 11.05 (9H, s). 2.49 (2H, s), 3.43 (2H, s). 

2) 5,5-y^f;i/-3-t + y^^t>- h U M22.0 g, 158 mmol), p->^7WK (1 
9 g, 31.6 mmol), ^'J^(1.3g, 15.8 mmol), ftK(1.9 g, 31.6 mmol), ^Jitfh 
;Vi y (300 mL) <b & -I) ft-frW £ Dean-Stark h y y 7*m\<*X121%ffltQf&MWL L fco RJ& 

^;V(18.2 g, 158 mmol)S:«llHlLT6l*Mftl»a«ICLfco RJE&«t*»BET»*fif^ £S» 
£'>y *W7A?D7 1- ^77^ -T-ffiSJLT, 5-">77-2-^f;V-4-(4-^f;V7 

x ^;v)-6-^ t ^ ^ f 4-y k Kn e V V-3-* ;v^*>IS^ f ;v (23 g, i»43%)£ 

^-NMR (CDCh) S : 1.01 (9H, s), 0.98 (3H, d, J = 6.6 Hz), 1.80-2.00 (1H, m), 2. 
14-2.41 (2H, m), 2.31 (3H, s), 2.37 (3H, s), 3.58 (3H, s), 4.57 (1H, s), 5.56 (1 
H, brs), 7.06-7.16 (4H, m). 

3) 5-->77-2-^f;v-4-(4-^f;i'7i-;i')-6-^t^ , /f;v-i > 4-v't Kntfyy>- 

3-*/Hi?>«M*-M20 g, 59.4 mmol)^<b, **fe« 1 - 3 ) i »} , 5-v 
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! H-NMR (CDCla) d 11.06 (9H, s), 2.41 (3H, s), 2.63 (3H, s), 3.01 (2H, s), 3.61 

(3H, s), 7.26 (4H, m). 

■fcj&139-14<rc 

4) 5-v7/-2-^fM-(4-^f;V7x-^)-64t^>fJV-3f >t^f^(4 g, 
11.9 mmol)^<b> 3&fiflll-4) t P0#O*ttK J: 0 . 5-(7 5^f ;V)-2-^f ;M-(4 
-^f^7x^;v)-6-^t^>f;V-3f^f;K2.3 g, JR^E56%)*«ft'fe«ffii: Lf 

J H-NMR (CDCb) 5 :1.02 (9H, s), 1.44 (2H, brs), 2.39 (3H, s), 2.53 (3H, s), 2.8 
8 (2H, s), 3.50 (3H, s), 3.72 (2H, s). 7.12 (2H, m), 7.21 (2H, m). 
I*,£119-120T; 

&Hi0l2 2 5-(7 5 J >f^)-2->f;M-(4-^f^7x-^)-64^>f^-3f 

1 ) 5.(75 y ^ f^^-^fM-ti-^f^yi-jvl-e-^t^vf^-^fvi^ 

;W(1.0 g, 2.9 mmoD^r- b 7 Fn7? >(25 mL)?#i&{^ -^^-1-^^^(0.65 g, 
3.0 «nol)*JD;U ifitlllStfUco KBWLK S%Lfe*&'tk i~ h V *A7]ci#&(2 mL) 
££1^ *y-;v(10 mDSrflnx.-C, 3BWin^5tMU^o JRJSfft&MftfcRU l&J&tt 

H ft $ * T „ 5- 1 [ ( ter t- 7 \ * v * )V # - ;V ) 7 5 7 ] > ;V I -2- ^ f - ;i/-4- (4- ^ f- 7 x 

-;v)_6-^^-^>'f-;i/^n^>m(0.5 g, J&^42%) £*£iH £: LT#£o 

X H-NMR (CDCla) ^ :0.88 (9H, s), 1.36 (9H, s), 2.38 (3H, s), 2.72 (3H, s), 2.88 

(2H, s), 4.21 (2H, brs), 4.29 (1H, brs). 7.18 (2H, d, J = 8.3 Hz), 7.23 (2H, d, 

J = 8.3 Hz). 

l!fe*216-217 t C 

2 ) 5- 1 [ ( ter t- ~f b * */ ii )V - ;V) 7 3 J ] * f" ;V I -2- ^ -f - >V-4- (4- f- b> 7 x - ;v) -6- 
* 3 ^>^(0. 30 g, 0.7 ■mol)H4Mjeffi'fb*ai-l,4-y*4r (5 mL 
)*J0^T, M"C17^IBItt#L^:o RJS»£*«BET«jHiL. W&tLfcS-feHflc*:^*- 

zlit(0.2 g, JR^UOfca-feftSfci: LT#fc a 
^-NMR (DMSO-de) 8 : 1.02 (9H, s), 2.37 (3H, s), 2.59 (3H, s), 3.04 (2H, s), 3.8 
6 (2H, d, J = 5.5 Hz), 7.23 (2H, d, J = 8.1 Hz), 7.30 (2H. d, J = 8.1 Hz), 8.24 
(3H, brs). 
[0 0 8 3 ] 

mMW2 3 5-(7^7^f^)-4-(4-^nn7x-;v)-6-'f7 7f;V-2-^f/i/-3f> 
^tert-T^V 

1) 7-te hft»tert-rf"^(580 mL, 3.5mol)> 25%7 >^-TtK(1200 mL)*3 £ * 
y-Ml000 ■L)*»e»ft*tB'S-4fc*^ia-ei4l*IBIit#L/So RJ&ifc**ftEETaU6Lfc8L 

*LT3-7^^n b >®£ tert-7^;v(550 g, JR^99%) **a*fe»5fefc LT#^o 
: H-NMR (CDCb) $ I 1.47 (9H, s), 1.87 (3H, s), 4.46 (1H, s). 

2) 5-^ f ;l/-3- 1 * 7 Aif f ^ ^ h 'J ;V (4. 0 g, 32 mmolK 4-^nn^vX7^f t K 
(4.5 g, 32 mmolK & J: #3-7 ^ J 9 n b VW. tert-7"f-;V(5.0 g, 32 mmol)^<b> MM 
Wl-2) tmmvJi&KX*) , 4-(4-^ n n 7x-jv)-5-v'7 A6-^f 77f ;v-2-> f 
;V_l t 4_>?H Kn fefy S»-3-*/l"K:'Hfttert-'^M7.6 g, W62X) 2: Lt 

J H-NMR (CDCh) S : 0.93 (3H, d, J = 6.6 Hz), 0.99 (3H, d, J = 6.6 Hz), 1.29 (9H, 
s), 1.80-1.95 (1H, m), 2.10-2.30 (2H, m), 2.34 (3H, s), 4.54 (1H, s). 5.56 (lH. 
brs), 7.10-7.20 (2H, m), 7.25-7.30 (2H, m). 
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HfcjSiss-ise'C 

3) 4.(4-^ n n 7 x^;v)-5-v 7 A6->f V ;P-2-^ f ;V-1, 4-v t Knf'jy>-3- 
*;v**>mtert-y^;V(7.6 g, 20 mmol) tf>7* h > (200 mL)»Jfcfc, fflBfc— T>^-^ 
A-b>; <7A(27 g, 49 mmol)??7kM(40 mL) £Sz&T?5:frP^/HtTi&]&n Lfco 

■j->U-3^>»tert-^^(7.2 g, JRSp95%) £ Sfe^* fc UHfc, 

J H-NMR (CDCb) S 11.01 (6H. d, J = 6.8 Hz), 1.27 (9H, s) , 2.15-2.35 (1H, m), 2. 

65 (3H, s), 2.94 (2H, d, J = 7.2 Hz), 7.30-7.35 (2H, m), 7.40-7.50 (2H, m). 

M^70-72 < C 

4 ) 4- (4-* OD7x-;V)-5-->7; -6-4 V *f)\/=- a ^ V^tert-^;v (1.0 
g, 2.6 mmol), 7^-3^>f(4mL), 25%7>^-TtK (2 mL), -r h 7 Kn 7 7 f 
(20 nL) i5 J: 9 (40 mL) j&» £: §J"® + * 0.5 MPatf>7kSt#:H^T, £ 

ffi-e5B#ra«#L;fco U **t«ETi»L^ SMS******-**! 

0X^m*'J K^&Lfco ;£W*«&*n£tt*'?i5ls*U ^tK^^^^^^ 

AfM^ «JET»8E*9*Lfco iW->'J*^*7A^n7h^7^-t» 
ML, 5-(T5 y ^fji/)-4-(4-^nn7x-JV)-6-'f V ^f-^-2-^ a >^tert- 

y^M0.98 g, JR^£97X)*fife»5|CfcL-C#fco 

: H-NMR (CDCh) ^ 10.98 (6H, d, J = 6.8 Hz), 1.22 (9H, s), 1.42 (2H, brs), 2.15- 
2.30 (1H, m), 2.55 (3H, s), 2.79 (2H, d, J = 7.2 Hz), 3.61 (2H, s), 7.21 (2H, d, 
J = 8.3 Hz), 7.41 (2H, d, J = 8.3 Hz). 
®[£81-83t; 

%Hm 2 4 5-(T 5 J * ^;V)-4-(4-* n a 7x-)l/)-M V ?-)V-3?-> 

1) 5-(75^^f;l')-4-(4-^no7xiJV)-6-'f V ^f-;V-2-> a f- >Bfetert--r 
f-/K0.60 g. 1.5 mmol) t h 'J 7 /l/ * n ftgfe (4 mL) fcOi!^%£50 , C-C4B#IS*i#L*:o 
KlSifc**ffiT*»8U a««»«:1.4-y**-9-^(4 mL)K}$fi? Lfco »&*ifc»ifcfc:4& 
3Sal'fb**-1.4-y**i?-V#*(4 mL, 16 mmol) * in «EET*»Lfco 

*SM V 7*n ^x-r^-e^Lt^ 5-(7 * ^ ^ f-;V)-4-(4-* DD7 v 
yf-;W2-^f-;V^n^>m ZlttBfc!fc(0.63 g. W99%)£te&fatfc$7£ LTffco 

2) 5-(75y^fJV)-4-(4-^nn7x-;v)-6-'fy7 , fJV-2->fJV-3f>i -ffi. 

^(0.63 g, 1.5 mmol)*^ V/n;V-;V(10 mL)ML, 7*n tf V>**~> K(0.27 
g, 4.6 mmol) £»ILT, Sffl-C3l$|l8«#Lfco KJ©ifc*:*ET**IIU *#S>*Lfc**#t 
i^'fvyn/v v/ne;ujc-T-;v^<b^S<b$*T5-(T5 y **-*)-4-( 

4-^nn7x-^)-6-'f V7*f;Wf;V-3f>» «^(0.43 g, 76%)£fi'fef&* 

^-NMR (DMSO-de) £ : 0.96 (6H, d, J = 6.6 Hz), 2.15-2.30 (1H, m), 2.49 (3H, s), 
2.78 (2H, d, J = 7.2 Hz), 3.75 (2H, s), 7.34 (2H, d, J = 7.5 Hz), 7.54 (2H, d, J 
= 7.5 Hz), 8.43 (1H, brs). 
[0 0 8 4] 

H1M2 5 5-(T^y y ^;i/)_6-4 y7*f*-2--f V7 , nif;M-(4->f >7x-;V)- 
=*^>S? tert-:7*-f ^ 

1) y ;V K7 A K (14. 41 g, 0.1 moDtfc'U 3» (16.2 mL, 0. 2 mol) <D V 9 n a > * > (1 

oo mL) jgFfttcjfrfk'f v^f-u ;v(i3.4 mL, o. ii moi) &0T;-c30fl*iiwt-t:?8T u ot;-e 

%k tert-^^y-*' (11-2 g, 150 mmol) is £ h (100 mL) ri> <b 6B# 

WJpJftitilKbfeo RBfe*mm.i -e#£PLrt:&, &*D:fc&7k"Ci5fei£ U $£7k^mv^*-> 
7A«^ «ET»«t*S*LT, 4-y^;V-3-^4rV^>^>m tert--7*^;V«:3a 
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ffi»(9.31 g)tLXntio Rfitt«»(9.31 gK 25%T>^-T7K(100 mDiSJ:^* 

IT3-7 5 y-4-^;i"*>*-2-^>& tert-^^-^^mmUm(9.26 g)tLT#^ 0 

2) 5->f ^-3-t + V^4tV - h ^^(5.0 g, 40 mmolK p-h^fHK (4. 8 g, 
40 mmolK £ i TOffi 1 ) X-'&htitzZ-T 5 y-4-^< *-2-^>m tert-^;K7) 
ffi!»»(9.26 g)^<b, ^»Jl-2) fclTOOTjtfcK J: *K 5-y7;-6-^V^;V-2- 
W V -/n fc?;i/-4-(4-^< "7 * - /I'M, 4-v t Kn tf »J y >-3-# JW1?y& tert-^f-^ ( 
12.11 g, W.^76%)*M&ffi&t UHt 

3) 5_^7y_6_^ y^f-;i/_2--f v -/n t?;v_4-(4-p< .x. — 4-v? H pn fcfU v> 
>-3-j&/HK>Hfe tert-y^^(3.94 g, 10 mmol)*?>, 2 3-3) iH«fc<0#ftfc 
i <K 5-->7^-6-'f V/o fc?;l/-4-(4-p< f ;V7i-;V)^nf >i tert- 
7*^;i/(2.88 g, W&73%)*Mft®t Lmt: 0 

'H-NMR (CDCb) 5 : 1.01 (6H, d, J = 6.6 Hz), 1.25 (9H, s), 1.32 (6H, d, J = 6.6 
Hz), 2.26-2.35 (1H, m), 2.40 (3H, s), 2.94 (2H, d. J = 7.2 Hz), 3.14-3.23 (1H, m 
), 7.26-7.35 (4H, m). 

4) 5--> 7^-6-^ V /f ;V-2-^f V If ;i/-4-(4-> f ^ 7 x - ;>) - > f tert-7 
•^(2.74 g, 7 wmoDfrh, Hifetffl 2 3 - 4 ) fc iTOO^feK J: »K 5-(7^^f^)-6 
-'f V 7f ;v-2-^f V 7n h';v-4-(4-j)( f ;l/ 7 x - - n f tert-7*f-;v(2. 15 g, JR 
^77%)£6fe*J*t Lt#f; 0 

^-NMR (CDCb) § : 0.99 (6H, d, J = 6.6 Hz), 1.18 (9H, s), 1.30 (6H, d, J = 6.6 
Hz), 1.39 (2H, brs), 2.26-2.35 (1H, m), 2.39 (3H, s), 2.78 (2H, d, J = 6.9 Hz), 
3.04-3.14 (1H, m), 3.60 (2H, s), 7.13 (2H, d, J = 8.2 Hz), 7.20 (2H, d. J = 8.2 
Hz). 

&tft£9 2 6 5-(7 5 J ^f;v)-6-'fV7'f^-2-'f V7 , nt , ;M-(4->f JV7x-;l/)- 

5.(7 5/ >fjV).6-/fy -73- ;W2- V 7*n tf ;W4- (4-^f;V7xi;i')i3f y| tert 
-7^M0.40 g, 1 mmol).^ib^»J2 4 - 1) t £ •? , 5-(7^y^;V)- 

6-^ 7 7*f ;V-2-^f 7 7*o k , ;i/-4-(4-^ f il' 7 x - - 3 f >i -^m^(0.37g, JR 
^90%) Lt#f: 0 

^-NMR (DMSO-de) 8 : 0.99 (6H, d, J = 6.6 Hz), 1.03 (6H, d, J = 6.6 Hz), 2.23-2. 
37 (4H, m) , 2. 85 (2H, d, J = 6. 9 Hz) , 3. 04-3. 13 (1H, m) , 3. 77 (2H, d, J = 5. 4 Hz 
), 7.22 (2H, d, J = 8.1 Hz), 7.28 (2H, d, J = 8.1 Hz), 8.21 (3H, brs). 
#yfcM2 7 5-(757^f^)-4-(4-^nn7x^)-2-^f^-64t^>f)l/-3f 

1) f ;V-3-t^7 A^f>x h 'J ;i/(2.6 g, 18.0 mmolK 4-?uw<>XTA' 
fkK(2.3g; 16.0 mmol)*3«t 0*3-7 5 J 9 n h >B. tert-"7*^^(2. 5 g, 16.0 mmol)^ 
<b> »l-2) t[WI#<7)7jte^i 0> 4-(4-^nn7x-;i/)-5--777-2->f^-6- 
^i-y + fr-H-VK Kn tf'J ^>-3-^;V^>mtert--7*f-;v(2.5 g, W38%)*Sfe 

^-NMR (CDCb) S I 1.01 (9H, s), 1.29 (9H, s), 2.17 (1H, d, J = 13.9 Hz), 2.34 ( 
3H, s), 2.35 (1H, d, J = 13.9 Hz), 4.55 (1H, s), 5.46 (1H, brs), 7.10-7.35 (4H, 
m) . 

M,6208-210'C 

2) 4-(4-^ n n 7 x ^^)-5-y 7 ^ -2-^ f ^-64^^7f JM, 4--7 1 KDfijy>-3 
-#;V**>i*tert--7*^M2.4 g, 5.9 mmol)^<b. ^MM 2 3 - 3 ) tWiU^miZ X *) 

, 4-(4-7nn7x-;i/)-5-">7y-2->fW4t / <7f-^-3f7 ^tert- "f* (2. 1 
g, W90%)£?£3tfe^:fcfc Lt#t. 

J H-NMR (CDCb) <5 11.06 (9H, s). 1.28 (9H, s), 2.65 (3H, s), 3.00 (2H, s), 7.30- 
7.35 (2H, m), 7.45-7.50 (2H, m). 
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3 ) 4-(4-^nn7x-;v)-5-y7;-2-^f ^-6- * * ^ > ;v - ^ ^ > &tert- 7*-^ M 1 
.0 g, 2.5mmol)^<b. HJ&ifll 2 3 — 4) t iW^ftK «t , 5-(T 5 J * f-;v)-4-(4- 
^nn7i-;v)-2-^^;v-6-^*^>^^-=i^>^tert-y^JV(0.93 g, W.?&92%)Z 

^-NMR (CDCh) S 11.02 (9H. s), 1.22 (9H, s), 1.43(2H, brs), 2.55 (3H, s), 2.86 

(2H, s), 3.66 (2H, s), 7.15-7.25 (2H, m), 7.35-7.45 (2H, m). 
m& 116-118*0 
[0 0 8 5] 

5_(7 ^ y y ^-;v)_4_(4_^ n n 7x-;p)-2-^ f-;w6-^^^>f-^- - >»tert-"/f- 
M0.95 g, 2.4 mmol)* »24-l) H*<Z>2f8:£ J: «5 , 5-(7^^f^)-4 
_(4-^an7i-;V)-2-^^;W6-^^^>f--'V-='f-^^tert--r^^(l.O g, Jfc3*98%) 

^-NMR (DMSO-de) 8 : 1.02 (9H. s), 2.56 (3H, s), 2.94 (2H, s), 3.84 (2H, d. J = 

5.5 Hz), 7.35-7.40 (2H, m), 7.55-7.60 (2H, m), 8.20 (3H, brs). 

HIl^246-248 e C 

$kMW2 9 5-(7U^f;V)-4-(4-^nn7x-JV)-2,6-y^t^ , /f^-3f>ite 

1) e^V-^V (0.94 g, 11 mmol) bW&L (0.66 g, 11 mmol) ©^V^n/V-^ft 
(30 ml) fc, 5,5-y>f-*-3-**V^*t>->y* (17.0 g, 110 mmol) fcp-^on 

^>XT;V7*li K (15.5 g, 110 mmol) <Z>>f V "fw*S -fr&WL (300 ml) £gzStr3 0 

*fcKfl-«Lfco ^T«»**ft7fcWEBft^^*->^A-e9g*t, «ET»«E*«*LT\ 3-(4 
-^OD7xi;v)-2-(3 1 3-^^f;^^'f^)7^ 'Jn-f U ;v (35. 2 g) k 

2) ^;vK5Ai (8.65 g, 60 mmol) £ tert-T^VT -tf-^^ n 'J K (9.2 ml, 66 mmo 

i) tfrh. mmm2 5- 1) tw^s-c, 3-7 5 ^-5,5-^^ f ^^*t-2-x>»t 

ert-7f-;v-*mffi»(13 g) t Lxntio 

3) HirI2l) •eftfcfrfc»»fMb(11.7 g)t, MIB2) -C#^tL^ffiffl»(13.0 g) k* 
e», Hife^l-2) fcWI*0*ft»cJ: >5> 4-(4-^nn7x-;v)-5-y7;-2 ( 6-^^^ 
>f;M,4-yt Kn ev ^>-3-*;V^>Mtert-7^^ (2.03 g, JR.^15%) fcltfeffitfc 

^-NMR (CDCls) 5 :i-00 (9H, s). 1.03 (9H, s), 1.29 (9H, s), 2.24 (4H, s), 4.58 
(1H, brs), 5.37 (1H, brs), 7.20-7.32 (4H, m). 

4 ) 4- (4- * n u ? * - ;v) -5- T ^ -2, 6- S> * * ^ > * , 4- V K n tT V v> V -3- * 
**V^tert--/^;V (2.03 g, 4.44 mmol) frb, ^2 3-3) t mW>Jffefc X •? > 
4.(4.^Dn7x^;v)-5-y7y-2,6-^^t^>f;^3f>®tert-7'f;v (0.75 g, 

JRa*38%) fc#fco 

1 H-NMR (CDCh) * 11.04 (9H, s), 1.07 (9H, s), 1.24 (9H, s). 2.84 (2H, s), 3.00 
(2H, s), 7.31 (2H, d. J = 8.67 Hz), 7.45 (2H, d, J = 8.67 Hz). 

5) 4-(4-^DD7 i^;V)-5-~> 7^-2,6- 5^**-^^^^— af-^Bfctert-^f- ^ (0.75 
g, 1.65 mmol) *£>> 3fe8fc« 2 3 - 4 ) kW#O*ife^J:0, 5-(T * ^ * ^;V)-4-(4-* 
nn7x-;V)-2,6-^^t^>f;l'-3f V^tert-7f;v (0.35 g, J«46%) *&JM& 

X H-NMR (CDCh) $ 11.02 (9H, s), 1.04 (9H, s), 1.18 (9H, s), 2.74 (2H. s), 2.86 
(2H, s), 3.64 (2H, s), 7.21 (2H, d, J = 8.48 Hz), 7.40 (2H. d, J = 8.48 Hz). 
$hMM3 0 5-(7^>f;v)-4-(4^nn7x-^)-2 1 6-^t^>'f^-3f^SI 

- j irrTt ffi^^ 

ffifE# 2004-3110562 



mm 2004-030491 



43/ 



5-(T 5 J * ^;i/)_4_(4_^ n □ 7 jc^;iO-2,6-^* ^V^- =f^>'&tert-7'-? L ;i' (0 
.30 g, 0.653 mmol) frb. mMM 2 4 - 1 ) J: W*©*ttH J: •) , 5-(T 3 J * *-;v)-4- 
(4-^nD7x-^)-2,6-n^^fJi'-3f->i ntiURtt (0.21 g, 4X3*69*) £fi 

X H-NMR (CDCh) 8 10.99 (9H, s), 1.03 (9H, s), 2.77 (2H, s), 2.91 (2H, s), 3.83 
(2H, d, J = 5.65 Hz), 7.35 (2H, d, J = 8.48 Hz), 7.54 (2H, d, J = 8.29 Hz), 8.12 
(2H, brs). 
[0 0 8 6] 

KBHU^^y K (R a ymo n d) b<Djj& (fJ T 4 -X (D i a b e t e 

s) „ 4 7t, 1 2 5 3 - 1 2 5 81, 1 9 9 8^) CiCt9 6 ?Wic W ~ b 
X3 0V-?MMLtZo 7K6 9 M K lMhn-tt»«ff« (pH7. 5) lOju 1, 1 
mMG 1 y-P r o - p -NAtM#?&1 0 0 /i 1C, tURfk'd4toON, N->?-X 
AT 5 1 fciS&bllU Lfco MfiLifc J: <9 ^ftt?P 

I!it7t«2 0// 1 «r±fB?l^?8LtCjnx.. 3 0*C *W*&Lfc 0 0 B$Wi3 «t 
l ^FlfOWS^T-f^nyi/- h 'J-^-«:fflV>t$S4 0 5 n mTffllJgL-e-OigSn 

ODc), tt»<fc^»^J:W*****v>RjS»^^»t*i8b6«Oi«}ini (AODb) * 

jl- [ (AOD s-AODb) / (AODc-AODb) J } X l 0 0 

WMt**»©f ^^ty^^f I Vfif itttt, I Csoffi (nM) "CitU 
[&1] JC^L/co 
[*1] 





I Cso-fifi 




(nM) 


i 


5 2 0 







[0 0 8 7] 

Mil (*y>b;KO®at) 

1 ) 1 Ofc&m 3 0 mg 

2) »*-fe^n-* 1 0 mg 

3) ?Uft 1 9 mg 

4) ^f7'J'/|vy?-y^ 1 mg 

ft 6 0 mg 

1) > 2) . 3) Srii-g-LT, 9 f- > # ? * )V \,'%%-f 2> 0 

Mfflffl 2 (^jOSit) 

1 ) #I»J 1 (Dit&m 3 0 g 

2 ) 9Uf 5 0 g 

3) b 'j^nni/T'vyv 15 g 

4) *;v^4r'>^-^;v-fe;vn-^*;i/->^A 44 g 

5) ^fTWjvn^^A 

1 0 0 0i ft 1 4 0 g 
1) , 2) , 3) O^g^ilFS 0gO4) SttKT^L. SEtt*ff^o 
d©SS*C14g©4) is «t 1 gO 5 ) £?1£-U 4T*fc«»- J: »> «, iwi^i: 
LT. l«^|^|fe{«l^i;^«3 0mg«r*^T-f afiSWl 0 0 0£e£#&o 
[Sm±^flJffi^fg14] 
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[0 0 8 8] 

*&Wik&®te> ftttfc'*:/*-*''— *?MflUfl*;£U mmffi<D=?m • f6«*J4iffc L 
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mSE#2 004-3110562 



!%m 2 004-030491 

m m a m m m m 



ft m 
ft * 



[000002 9 34] 
1992^ U220 



WiE#-5- mSE#2 004-31 10562 



